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The treatment of diabetes mellitus has four principal 
objectives: (a) the relief of symptoms, (5) the mainte- 
nance of normal nutrition, (c) the preservation of the 
insulin producing capacity of the pancreas, and (d) the 
prevention or minimizing of complications. In most 
cases; only a rudimentary knowledge of dietetics and 
insulin will enable the physician to relieve symptoms. 
The maintenance of normal nutrition is not much more 
difficult, granted the cooperation of the patient. The 
obese must be made leaner, the lean fatter, and persons 
of normal weight must not be permitted to gain or lose. 

The statement that the insulinogenic power of the 
pancreas should be preserved implies that diabetes is 
basically a condition of insulin deficiency, either absolute 
or relative. There is increasing evidence that this is true.' 
Wrenshall and his colleagues,” for example, recently re- 
' ported that the average amount of insulin extractable 


from the pancreas in diabetic persons is only about, 


38% of that found in normal persons. Furthermore, in 
patients who had acquired diabetes in childhood, the 


pancreas contained, on the average, less than 10% of , 


the amount of insulin extractable from the adult diabetic 
pancreas, and in some cases almost no measurable in- 
sulin was present. It is these patients who react as if they 
had no insulin of their own; they go quickly into acidosis 
if insulin is withheld, and the wide fluctuations of the 
blood sugar level during treatment suggest the absence of 
a variable secretion of the hormone that is responsive 
to changes in food intake, exercise, and the absorption 
of injected insulin. It must be admitted that the insulin 
content of the pancreas is not necessarily a measure of 
insulin production, but that it may be is indicated by 
the studies of Bornstein and Lawrence,* who, while find- 
ing small though measurable amounts of insulin in the 
blood of older, obese diabetics without ketosis, were un- 


MODERN TREATMENT OF DIABETES MELLITUS 


Henry T. Ricketts, M.D., Chicago 


able to find any at all in the blood of younger, severely 
diabetic patients with ketosis. The latter patients re- 
semble clinically those whose pancreatic glands contain 
minimal amounts of extractable insulin. 

If, as seems likely, the beta cells of the islets of Langer- 
hans are usually inadequate in diabetes, their remain- 
ing power to make insulin should be conserved. There 
is good evidence that hyperglycemia stimulates insulin 
secretion.* While such stimulation rarely harms the nor- 
mal pancreas, it may lead to exhaustion of the beta cells 
and to permanent diabetes when those cells are already 
damaged or reduced in number.® On the other hand, 


. under these conditions, measures that minimize hyper-: 


glycemia have been shown to arrest the diabetic condi- 
tion.® The facts just outlined have been derived from 
experimental animals, but there is reason to believe that 
they are also true of man, especially when applied to 
young patients with diabetes of recent onset.’ Certainly, 
in these patients, if not in all, hyperglycemia should be 
avoided as far as possible. 

The prevention of complications is the fourth objec- 
tive. A number of complications to which the diabetic 
is prone are the direct result of or are favored by excess 
sugar in the blood or urine. These are urinary tract in- 
fections, cataract (especially in young people), and neu- 
ritis. Coma, although not caused by a high blood sugar 
level alone, rarely occurs without it. The cause of pre- 
mature vascular disease in diabetes is not known. This 
is not in conflict with the statement that, by and large, 
the most advanced lesions are encountered in patients 
with severe, poorly controlled diabetes of long duration. 
It merely means that we have not identified the factor in 
diabetes that is responsible. That hereditary or constitu- 
tional tendencies are not necessarily involved is indicated 
by the fact that atherosclerosis and lesions resembling 
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intercapillary glomerulosclerosis have been found in ani- 
mals with largely uncontrolled experimental diabetes,‘ 
and that premature arteriosclerosis has been reported in 
patients with diabetes caused by gross adventitious dis- 
ease of the pancreas.® Diabetes itself, then, is capable of 
causing arterial degeneration. Most patients with mild 
or well-controlled diabetes have little or delayed vascular 
disease, although some do have severe vascular com- 
plications. Most patients with severe or poorly controlled 
diabetes have early and serious vascular disease, although 
some escape this complication.’° Control, then, is not a 
sure preventive, but it helps sufficiently to justify the 
physician’s exerting his best efforts to maintain it in all 
cases. 

With the four principal objectives of treatment in 
mind, the procedures by which they can be achieved 
may be considered. I shall refer only to the ambulatory 
patient with uncomplicated diabetes, although many of 
the same principles are applicable to the hospitalized 
patient. 

PRELIMINARY PERIOD 

The first step is the teaching of proper dieting. It is 
useful to distinguish between a preliminary observation 
or test diet and a maintenance diet. The beginning diet 
should accomplish two things: (a) it should reduce gly- 
cosuria, and (b) it should provide a yardstick by which 
the inherent severity of the diabetes and, hence, the need 
for insulin may be assessed. These purposes are best ac- 
complished by a low carbohydrate allowance, 100 to 
150 gm. per day divided equally between the three cus- 


_tomary meals. Less carbohydrate than this is unpalatable 


and involves the use of inordinate amounts of fat. More 
carbohydrate fails to give the patient a fair chance of 
doing without insulin. One gram of protein or more per 
kilogram of body weight is given, together with enough 
fat to make up the caloric requirement. In most cases, 


this requirement does not need to be carefully deter- 


mined in the first two or three weeks, but later, in the 
maintenance period, it is the subject of careful study. 
Whether the food should be weighed or merely measured 
by ordinary kitchen equipment is a matter of opinion. 
In any event, the diet should be quantitative. The task of 
converting grams of carbohydrate, protein, and fat into 
terms of actual food has been simplified in the “Diabetes 
Guidebook for the Physician”* published recently by the 
American Diabetes Association. 

The second step is the teaching of qualitative urinaly- 
sis for sugar. The performance of these tests by the pa- 
tient at home is absolutely essential to the proper man- 
agement of his disease. They are carried out, at least in 
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the beginning, four times a day, on arising and three 
hours after each meal, and a record of the results is 
shown to the physician at each visit. Benedict’s qualita- 
tive solution gives the most dependable results, but for 
persons who travel or live in hotels the tablet method, 
requiring no flame, is more convenient and is sufficiently 
reliable if the reagent is fresh. 

Third, the patient is given a diabetic manual to read.‘ 
He must have some printed material from which he can 
refresh his memory concerning the instructions he has 
received and from which he can learn, with the aid of the 
physician, something of the nature of diabetes, its care, 
and its dangers. With these instructions the patient is sent 
on his way. He returns at one or two week intervals with 
the record of his home tests, an accurate account of the 
food he has eaten, and a sample of a 24 hour collection 
of urine, which is analyzed quantitatively for glucose. 
This last determination supplements the information 
given by the daily tests and, when these show much 
sugar, is the only way of evaluating their significance. 

If the home tests show no sugar and the patient is 
obese, the low carbohydrate diet is continued, calories 
also being restricted for weight loss. If weight is normal 
and is being maintained on the observation diet, this is 
continued for a time, and then carbohydrate is cautiously 
added, with corresponding reduction of fat, as tolerance 
increases. If weight was originally normal and is being 
lost on the observation diet or if weight is already sub- 


' normal, carbohydrate and calories are increased to a 


maintenance level, and if this results in glycosuria, in- 
sulin is given. 

If the home tests show a considerable amount of sugar 
with no tendency toward improvement, the procedure to 
be followed again depends on the patient’s weight. If he 
is obese and without symptoms, the low carbohydrate, 


- low calory diet may be continued until definite weight 


reduction is accomplished in the hope that this will lead, 
as it often does, to clearing of glycosuria. If it does not, 
insulin will be necessary. If, on the other hand, body 
weight is already normal or subnormal and glycosuria 
does not improve or disappear on the test diet, the carbo- 
hydrate should be increased, calories adjusted to require- 
ments, and insulin started. In general, when a diet 
designed to correct abnormal body weight or maintain 
normal body weight fails to render the urine essentially 
sugar-free after two to four weeks, the use of insulin is 
indicated. A longer time may be allowed for obese 
patients. 
MAINTENANCE PERIOD 

The first consideration in the maintenance period is 
the caloric value of the diet. Basal requirement is calcu- 
lated as 20 to 25 calories per kilogram of standard 
(not actual) body weight. To this figure is added an 
increment for activity, 20 to 30% for the sedentary pa- 
tient, 30 to 50% for the moderately active patient, and 
50 to 100% for the strenuously active patient. These 
calculated values may have to be modified in the light of 
experience. With total calories thus estimated, the pro- 
portion supplied by carbohydrate, protein, and fat may 
be determined. There are no strict rules for doing this, 
and, within limits, the patient’s own tastes should be 
considered. A practical procedure is to allow 1 gm. or 
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more of protein per kilogram of body weight, calculate 
the calories furnished by such protein, subtract these 
calories from the total calories, and divide the remaining 
calories equally between carbohydrate and fat. 

NPH insulin comes closer to being an ideal prepara- 
tion than any other available. It is best to begin with not 
more than 10 to 20 units daily, given one-half hour be- 
fore breakfast. The insulin should be administered in a 
syringe graduated with a single scale for either 40 unit 
or 80 unit insulin, not for both. Needles should be no. 25 
gage and % in. (1.59 cm.) long. This form of insulin 
acts maximally in the late afternoon, and in most cases 
it has satisfactory action until the breakfast hour. Accord- 
ingly, the distribution of carbohydrate between the vari- 
ous meals should allow more for lunch than for break- 
fast or supper, plus a small bedtime feeding. The dose of 
NPH insulin is raised 3 to 5 units every three to five days, 
until the urine specimen on rising or the afternoon speci- 
men is sugar-free or nearly so. If glycosuria persists after 
breakfast, 5 to 10 units of crystalline insulin is mixed with 
the NPH insulin taken before breakfast. If glycosuria 
persists after supper, a small dose of crystalline insulin 
may be necessary before that meal. A short-acting insulin 
should never be given at bedtime when a long-acting 
preparation is being used. 

At what time of day and how often should the blood 
sugar level be determined? Generally speaking, the in- 
formation that the physician wants from such an analysis 
is (a) how high the blood sugar level is when glycosuria 
is severe, (b) whether hyperglycemia exists when the 
urine is sugar-free, as in patients with so-called high renal 
thresholds, or (c) whether hypoglycemia is present when 
the urine is either free of sugar or contains sugar (one 
sometimes finds moderate glycosuria as a result of the 
retention of glucose-laden urine in the bladder, even dur- 
ing a definite insulin reaction). In all of these situations a 
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blood sugar level determination two or three hours after a 
meal is apt to be more informative than one taken before 
breakfast, especially when NPH insulin is used. The fre- 
quency with which blood sugar analyses are required 
depends on the stage of treatment. In the early stage, they 
should be made at least once a week. After stabilization 
has been achieved, once a month to once in three months 
is often enough in the average case. 

The “brittle” diabetic is rarely fully stabilized in the 
true sense of the word. In such a case it may be advisable 
to determine the blood sugar level at various times of 
the day with considerable frequency. The dose of insulin 
should be adjusted so that the lowest levels of blood 
glucose never fall below 100 to 120 mg. per 100 cc. This 
means that excessive glycosuria will be present some of 
the time. Such a departure from strict control is regret- 
table but necessary if severe hypoglycemic reactions are 
to be avoided, and they must be avoided. In cases of this 
kind, experience has shown that smoother control is ob- 
tained by giving crystalline insulin two or three times a 
day before meals, possibly with a minimal dose of pro- 
tamine zinc insulin before breakfast, than by any tech- 
nique employing a single daily injection of a long-acting 
insulin preparation either alone or with a simultaneously 
injected dose of a short-acting preparation. Some un- 
stable patients are maintained satisfactorily with globin ™ 
or NPH insulin given before breakfast and at bed time, 
the latter dose being one-third to one-fourth as large as 
the morning dose. 

SUMMARY 

The objectives of the treatment of diabetes are best 
attained by the use of quantitative diets, NPH insulin in 
most cases in which insulin is needed, and control of the 
blood sugar level and glycosuria as strictly as is com- 
patible with the avoidance of hypoglycemia. 

950 E. 95th St. (37). 
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One of the most dramatic human interest stories of 
our times is the story of diabetes. It has the elements of 
early tragedy, scientific lethargy and confusion, magnifi- 
cent effort, and a great triumph. It is a story to which 
many persons have contributed immortal chapters. It is 
an unfinished story to which a challenged mind will 
someday dictate a fitting conclusion. It is a story that will 
inspire medical imagination and effort for all time to 
come. 

EARLY CONTRIBUTIONS 

The story began a long time ago, but we may begin at 
a chapter in the 1870’s as A. Trousseau lectures to a 
medical class in Paris. He was presenting a 36-year-old 
man who was obviously afflicted with severe sympto- 
matic diabetes in a stage of early acidosis. In the courtly 
style of the day, he remarked: “Gentlemen, his gly- 
cosuria is of a bad kind, against which medical treatment 
cannot prevail. Whatever I do, the disease will resist my 
efforts . . . and ultimately prove fatal.” He described 


another case: “I prescribed 10 grains of levegated chalk 
to be taken daily . . . a restorative diet . . . the inhala- 
tion of oxygen . . . he died two days after this.” In spite 
of his poor therapeutic results, Trousseau’s clinical obser- 
vations on “saccharine diabetes” or “phthisuria” were 
brilliant and classic. 

Sir William Osler, in his textbook of 1892, stated: “In 
children the disease [diabetes] is rapidly progressive, 
and may prove fatal in a few days.” Perhaps the most 
astute medical thinker of his day, he was obliged to add, 
in discussing therapy, “. . . no drug appears to have a 
directly curative influence. Opium alone stands the test 
of experience as a remedy capable of limiting the prog- 
ress of the disease.” Later he added: “The coma is an 
almost hopeless complication . . . 3% solution of 
sodium bicarbonate has been used intravenously, but 
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the best that can be said is that it may give the patient a 
few more hours of complete consciousness.” 

In 1895, Carl Von Noorden contributed 143 scho‘arly 
pages to the “Twentieth Century Practice of Medicine” 
in a futile effort to explain the complexities of the disease 
in which an excess of “grape sugar” was excreted in the 
urine. By this time, Von Mehring and Minkowski (1890) 
had produced experimental diabetes by extirpation of 
the pancreas. Von Noorden described the vicious 
changes in almost every organ of the body caused by the 
disease that was capable of being benign or severe, with 
“intermediate forms.” He went into great detail about 
dietary treatment, advising ingestion of a large amount 
of alcohol: “With the luncheon, one pint of Moselle 
[containing about 25 gm. of alcohol]; with the dinner, 
one pint of good old Burgundy [30 to 35 gm. of alcohol]; 
three to four times a day, a liqueur glass of brandy or 
whiskey with carbonated water or tea [containing, in all, 
20 to 30 gm. of alcoholJ.” He described the diabetic as 
being a “pessimist” who “takes pleasure in brooding over 
his fate, doubts his future, and thereby loses his enjoy- 
ment of the present”; he advised exercise, sun bathing 
and travel (especially beneficial was a stay in the moun- 
tains at around 3,000 to 5,000 feet) and warned that 
psychic treatment is most important. Von Noorden must 
have been a meticulous person, because his advice neg- 
lected nothing from diet (150 gm. of albumin, 185 gm. 
of fat, and 80 gm. of alcohol, yielding 2,900 calories) 
to advice regarding bathing and laxatives; yet he was 
forced to admit that in severe cases of diabetes all treat- 
ment was of no avail and that “precocious senility de- 
clares itself—the patients are attacked by severe compli- 
cations and sequelae in spite of the most painstaking 
regulations of the mode of living . . . and often die 
within a period of a year or two.” 

This was the plight of the diabetic patient until well 
into our present century. The disease, occurring in all 
age groups and varying in severity, was devastating, 
being an abrupt killer in youth and a slow, insidious, dis- 
abler in later years. These were the days of scientific 
lethargy and clinical confusion. The art of medicine was 
at a high point, but a great deal more was needed. Ed- 
ward Dillon, president of the American Diabetes Asso- 
ciation, in 1948, pointed to the youth of those whose 
efforts changed the tragic trend of this story. Paul Langer- 
hans was 22 when, in 1869, he described the islets bear- 
ing his name; Joseph Von Mehring was 40 and Oscar 
Minkowski was 31 when they rendered dogs diabetic by 
extirpating the pancreas in 1889; Eugene L. Opie was 27 
when he described the lesions of diabetes in the pancreas 
in 1900. As the more scientific minds probed for better 
answers, several noteworthy clinicians made contribu- 
tions and should not be forgotten. Von During’s “rice 
cure” in 1852, Donkin’s “skimmed milk diet” in 1874, 
Mosse’s “potato cure” in 1902, and Von Noorden’s “oat- 
meal cure” in 1903 all emphasized low calorie and fat 
intake. Naunyn, whose name has been given to the era 
of 1898 to 1914, advised low carbohydrate, high fat, and 
low protein intake and over-all caloric restrictions to the 
point of starvation. The Allen era (1914 to 1922), named 
for Frederick Allen, is notable as the period in. which 
the principles of fasting and undernutrition were placed 
on a more scientific basis. In those days the rule was 
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literally “eat and die or starve and live . . . then die.” 
Newburgh and Marsh, in 1920, proposed high fat diets 
for the starving diabetics. These men, though not the 
heroes of this story, at least played strong supporting 
roles. 
PRESENT OUTLOOK 

Now, the story has changed; the diabetic eats a well- 
rounded diet which, though regulated, actually differs 
little from the average diet; he remains healthy and well 
for many years. Diabetic children grow robust and thrive 
into adulthood. Emaciation and multiple symptom pic- 
tures are seen infrequently. Life is restored to the patient 
dying in acidotic coma. The diabetic lives as a normal 
human being and can live almost as long as he is taught 
to or wants to live. It is almost needless to relate the 
incident that changed this tragic story to one of hope 
and promise. In 1921, a Toronto surgeon, Frederick 
Banting, a man of directness of thought and great 
courage, acting on either strong scientific conviction or 
a fine “hunch” and aided by the young and brilliant 
Charles H. Best, discovered insulin. A new day dawned 
for the victims of this malicious disorder; opium, oxygen, 
chalk, and talk were all to be relegated to the folklore of 
medicine. A powerful specific weapon, possibly unsur- 
passed in its over-all significance by discoveries before 
or since, had been added to the armamentarium of the 
physician. Thus, the outlook of the diabetic patient has 
improved immeasurably; how much, we do not actually 
know, because no one has been taking insulin for more 
than 30 years. It will take at least 20 or 30 years more 
to evaluate maximum life expectancy. The best object 
lesson in survival is the juvenile diabetic, in whom the 
natural aging process has made no inroads. There is no 
way of knowing how many diabetics who have been 
taking insulin since its discovery are still living, although 
the number appears to be fairly large. Joslin stated that 
the life expectancy of the excellently controlled diabetic 
is roughly four-fifths of the normal expectancy. 

“Survival control” is not enough, however; we must 
strive for ways and means to utilize our available re- 
sources to provide “protective control” to the end that 
the diabetic patient may live with good vision, healthy 
limbs, and an intact heart and kidneys until time, not the 
disease, decrees otherwise. If no further major advance 
in our understanding of diabetes is achieved in the imme- 
diate future, can we continue the betterment of the dia- 
betic’s outlook with our present knowledge? I think we 
can, simply by more assidious application of presently 
known principles. The concept of early diagnosis while 
the disease is asymptomatic and pathologically benign 
is of the greatest importance. To achieve this objective 
there is a place for both the public-spirited layman and 
the physician in promoting combined education and de- 
tection. The American Diabetes Association is rendering 
a fine public service in encouraging its annual detection 
drive, and the United States Public Health Service is 
making its limited number of detection units available 
to local health agencies. The education of the individual 
physician in the philosophy and technique of diabetes 
care must be continued with renewed vigor, for too often 
the effort to preserve the life of the diabetic patient is 
thwarted by the very person to whom this obligation is 
most sacred. Despite the regrettable inadequacies of eur: 
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knowledge, enough is now known about the care of dia- 
betics to prolong the lives of the next generation of 
affected persons, if such knowledge is more_ diligently 
applied. Splendid insulin preparations are now available, 
thanks to Hagedorn and others, which, though in no way 
able to compete with the intact pancreas, have remark- 
able abilities to control blood sugar levels when properly 
used. 

Greater attention must be paid to the psychic and 
emotional factors in the lives of diabetics, both those 
present prior to the onset of the disorder and those en- 
gendered by the self-discipline necessary for proper con- 
trol. The control of the disease, as we know it, requires 
the active participation of the affected person, and unless 
the attitude of the patient can be properly directed, our 
present relatively effective measures of control will be of 
no avail. The physician has a strong responsibility in this 
direction and must practice the art of his profession to 
the fullest. 

: FUTURE OUTLOOK 


As a result of the great triumph of insulin discovery 
and its subsequent modifications, the lot of the diabetic 
today is good. It is obvious, however, that if the outlook 
of the diabetic of the future is going to continue to im- 
prove, further knowledge of this disease will have to be 
discovered by the scientist and the clinician. We still 
know little about the pathogenesis of diabetes. Is diabetes 
simply a deficiency disease for which insulin supplies the 
missing link in carbohydrate metabolism? New chapters 
being written in this still active story give us a few leads. 
Waugh and his co-workers performed pancreatectomy 
in four.eases and found the insulin requirement to range 
from 26 to 40 units a day; however, this fact is not as 
conclusive as it may sound. Ricketts and associates con- 
cluded that the daily output of insulin from the normal 
pancreas is 30 to 50 units of insulin a day. Obviously, 
there are a number of poorly defined influences active 
in the relationship of insulin to carbohydrate metabolism 
that must be clarified. Is diabetes solely a congenital de- 
fect in the pancreas or does some abnormal metabolite 


_ induce it? Does the pituitary or any other gland play a 


role in its pathogenesis, and does the liver play a primary 
as well as a secondary role? 

Of great scientific interest was the report by Dunn 
and co-workers in 1943 that the injection of alloxan (a 
normal constituent of the body) produced selective ne- 
crosis of the beta cells of the pancreas and thus produced 
experimental diabetes in animals. Lazarow, in 1946, 
demonstrated that this phenomenon could be prevented 
by the prior injection of glutathione (also a normal con- 
stituent). Of what clinical significance is this? Tempo- 
rary human diabetes was shown to result from the injec- 
tion of pituitary adrenocorticotropic hormone, and Conn 
has indicated that glutathione will temporarily interrupt 
this sequence. These and other facts suggest that the 
cause of diabetes and possibly even its prevention may 
someday be revealed. 

Another major problem to be solved is the relationship 
of diabetes to degenerative vascular disease. It is the 
clinical experience of all physicians that premature 
atheromatosis, manifesting itself in such conditions as 
impaired vision, nephritis of the intercapillary glomerulo- 
sclerotic type, gangrene of the extremities, and myocar- 
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dial infarction, appears to be the more or less inevitable 
consequence of prolonged diabetes, regardless of the 
severity of the disease or whether or not insulin has been 
used. Wilder feels that there is a basic similarity between 
the arterial lesions involved and those resulting from the 
natural ‘aging process. Lesa, Mageday, and Hart agree, 
but Warren disagrees and points to a difference. Is this 
vascular damage due to a metabolic defect that insulin, if 
started early enough and used optimally, may prevent? 
Our experience, unfortunately, indicates that this is not 
the case. Is the vascular deterioration due to another 
facet of the complex diabetes syndrome that produces 
this malignant change in the patient kept alive by insulin? 
We do not know. Are Gofman and his associates on the 
right track in feeling that the lipids play a primary role 
in the pathogenesis of atherosclerosis and if so, does this 
explain the phenomenon in diabetes? Certainly the evi- 
dence is experimentally impressive and to a certain de- 
gree clinically true, but is the therapeutic application of 
these facts dependable? Again, time will tell. Certainly 
the frustrating consistency of arterial damage in diabetes 
has stimulated a renewed interest in the subject of arterial 
damage, and diabetes has, in this sense, been a boon to 
mankind. 

The clinician, too, has major obligations to the dia- 
betic of the present and the future. There are certain 
questions that can be answered only by study on the 
human subject and then only after years of tedious ob- 
servation. Is it true that meticulous control, involving 
the regulated diet with nearly perfect insulin balance 
advocated by Joslin, Root, Marble, and associates, will 
minimize the incidence of complications throughout the 
years? Their statistics are admirable and impressive. On 
the other hand, Tolstoi and Guest feel that glycosuria is 
not incompatible with well-being and intimate that vas- 
cular damage is perhaps inevitable and not delayed by a 
strict regimen. These two divergent philosophies must be 
reconciled, because the present status of the problem is 
confusing to patient and physician alike. 

There are several other factors of purely practical 
importance on which the welfare of diabetics depend. 
One is the maintenance of an adequate supply of insulin. 
Best has pointed out that during the past 15 years the 
total distribution of insulin in the United States and 
Canada has doubled every 5 years. Whereas all insulin 
now comes from the mammalian pancreas, the fish pan- 
creas represents a possible additional source. An even 
better source would be synthetically manufactured in- 
sulin. If all the diabetics in the world were found and 
placed on an insulin regimen, the supply would be inade- 
quate now. A plan for emergency care of diabetics in the 
event of destructive warfare in this or other countries 
has been discussed by the American Diabetes Associa- 
tion. This is an important problem. 


CONCLUSION 
This is not the end of the story of diabetes; it is only 
half written. To those who have made their contribu- 
tions, great and small, millions of diabetics alive and yet 
to live will pay grateful and humble tribute. The chal- 
lenge for the future is great. We can be sure it will not 
go unheeded. 


_ 3622 Fairmount (4). 
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IMPORTANCE OF CONTROL OF DIABETES IN PREVENTION OF 
VASCULAR COMPLICATIONS 


Nils R. Keiding, M.D., Howard F. Root, M.D. 


and 


Alexander Marble, M.D., Boston 


In the treatment of diabetes today the physician is 
faced with these questions: Does careful control pay? Is 
it necessary or worthwhile to attempt to establish physi- 
ological conditions as far as is possible, or will late vas- 
cular and nervous system complications appear despite 
the type of treatment, if diabetes is of sufficiently long 
duration? For the sake of providing easy treatment with 
a minimum of emotional disturbance to the patient, 
should one allow a “free diet” and disregard hyper- 
glycemia and glycosuria as long as frank acidosis is not 
present? Such queries are basic both from a physiological 
and practical point of view and obviously deserve clear- 
cut and unbiased answers, if these can be found. We have 
long been interested in this problem and during the last 
several years have carried out and reported on studies in 
this field.t Wilson, Root, and Marble * reported results 
of a study in which the incidence of degenerative lesions 
was correlated with degree of control of diabetes among 
247 patients with onset of the disease under the age of 30 
years and with duration of 10 to 34 years. From an 
analysis of the data it was concluded that control of dia- 
betes was more important in preventing retinitis, arterial 
calcification, and nephropathy than any other known 
factor, such as duration or severity of diabetes. Because 
of the fundamental importance of such studies and their 
direct bearing on the treatment of diabetic patients, the 
study has been continued to include an additional 204 
patients. In the present paper, the observations made in 
the total group of 451 patients will be presented. 


MATERIAL AND METHOD 


In the study of the 204 additional patients, the type of 
subjects and methods of investigation used were as pre- 
viously reported in detail,’ with the exception that routine 
electrocardiograms, determinations of the index of capil- 
lary fragility, and color photographs of the retinas were 
omitted, since experience showed these procedures to be 
of little value for this study. In the evaluation of renal 
function, fewer phenolsulfonphthalein tests were done; 
instead, tests of clearance of endogenous creatinine were 
carried out in about 90% of the patients, and in certain 
instances urea clearance tests were performed. Further- 


From the George F. Baker Clinic, New England Deaconess Hospital. 
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more, blood determinations included not only cholesterol 
content but also the amount and type of lipoproteins as 
determined with the aid of the ultracentrifuge; the results 
of this portion of the study are being reported elsewhere.* 
In the physical evaluation, a complete neurological ex- 
amination was done together with tests for postural 
hypotension; these observations are likewise not reported 
in the present paper. 

Each patient was recalled for study either to our office 
or to the New England Deaconess Hospital. A careful 
interval history was taken in order to supplement and 
augment data already available so that a fair evaluation 
could be made of the type of treatment and degree of 
control of diabetes that the individual patient had main- 
tained over the years. The data from the interval history, 
physical examination, and laboratory studies, with a 
summary of previous observations in the hospital and 
office, were tabulated on a special form that provided 
space for information relating to occupation, education, 
family history, pregnancy, complicating illnesses, insulin 
dosage, and diet. 

Roentgenograms included films of the chest for deter- 
mination of heart size and of the pelvis, lower legs, and 
abdominal aorta (lateral view) for evidences of arterial 
calcification. Degrees of vascular calcification were de- 
fined as follows: “Minimal” was used to indicate the 
situation in which one or more specks of density were 
visible in linear arrangement in one or two small areas 
not over 1 or 2 cm. in length, with no calcification visible 
in the remainder of the arteries of the lower legs and 
pelvis and the aorta. “Moderate” calcification indicated 
tiny areas of density arranged in linear form in parallel 
order for lengths of more than 1 or 2 cm. in one or more 
arteries. “Marked” indicated the more extreme degrees 
of density in the arteries and their branches in the legs 
and pelvis or in the aorta. 

Examination of the eyes by certified ophthalmologists 
included tonometer measurement of intraocular tension, 
tests for visual fields and acuity, slit lamp examinations, 
and both direct and indirect ophthalmoscopic examina- 
tion. All funduscopic examinations were done after the 
pupils had been dilated, and the objective findings were 
rated as follows: (a) normal fundi—no hemorrhages, 
exudates, sclerosis, or other abnormal changes seen; (b) 
grade 1—few tiny petechial hemorrhages or micro- 
aneurysms seen scattered about one or both retinas and 
no exudates seen; (c) grade 2—several petechial hemor- 
rhages and/or microaneurysms seen in both fundi and a 
few to many small hard and/or soft white exudates 
bilaterally; (d) grade 3—many petechial aneurysms 
and/or hemorrhages bilaterally, some splinter hemor- 
rhages also seen in deep and superficial layers of retina, 
and many exudates scattered about both retinas; (e) 
grade 4—-severe advanced retinitis of proliferative type 
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(retinitis proliferans), retinal detachment, and acute or 
chronic hemorrhagic glaucoma. A similar classification 
of retinopathy was recently used by Scott.‘ 

Simple but fairly rigid standards of control were estab- 
lished. The tabulated summary of each patient’s clinical 
and laboratory data both from home and from medical 
observation was compared with these standards. The 
actual results achieved by each patient in his endeavor 
to control the disease were determined by careful scrutiny 
of the many records from previous office and hospital 
visits and, in addition, by direct questioning in personal 
interviews during this study. Each patient was then classi- 
fied according to the type of treatment followed and de- 
gree of control maintained. Those considered to have 
maintained excellent, good, or fair control must have 
fulfilled all the criteria listed for the respective classifica- 
tion. Standards for the four degrees of control were 
established as follows: 

Excellent Control_—1. The patient must never have 
been in coma. 2. Insulin administration must have been 
started within a few weeks of onset of diabetes. 3. Urine 
tests for sugar must have been made more than once 
daily ever since onset of diabetes, with a conscientious 
attempt to have the urine sugar-free or nearly so before 
meals, and with insulin dosage adjustments determined 
by the results of urine tests. 4. The diet must have been 
weighed at least 80% of the time since onset of symptoms 
of diabetes. 5. Regular physical examination and labora- 
tory tests by a physician must have been faithfully com- 
pleted at least once annually, and blood and urine tests 
must have been satisfactory. 

Good Control.—1. The patient must never have been 
in coma, except in instances in which the initial diagnosis 
of diabetes was made while the patient was in coma. 2. 
Insulin administration must have been started within a 
few weeks after onset of diabetes. 3. Urine tests for sugar 
must have been made at least once daily ever since onset 
of diabetes, with a conscientious attempt to have the 
urine sugar-free or nearly so before meals, and with in- 
sulin dosage adjustments made according to results of 
urine tests. 4. Diet must have been weighed for the first 
six weeks of treatment and thereafter at intervals, with 
careful measurement of food at all other times since onset 
of diabetes. 5. Regular physical examination and labora- 
tory tests by a physician must have been done at least 
once annually, and blood and urine tests must have been 
satisfactory. 

Fair Control.—1. The patient must never have been 
in coma, except for cases in which the diagnosis was 
made with the patient in coma or in rare cases in which 
an unavoidable overwhelming infection or other compli- 
cation precipitated coma. 2. Insulin administration must 
have been started within 24 months of onset of diabetes. 
3. Tests of the urine for sugar must have been made one 
or more times weekly in an attempt to have sugar-free 
urine tests. 4. Dietary management by the patient must 
have been conscientiously attempted, although food was 
not weighed or measured, and the patient must have 
rarely, if ever, indulged in gross dietary indiscretions. 5. 
Satisfactory blood sugar determinations must have been 
made at the time of physical examinations by the pa- 
tient’s physician at least once every two years. 
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Poor Control.—1. Avoidable coma occurred one or 
more times. 2. Insulin administration was not started 
until more than 24 months after onset of diabetes and, 
in some cases, insulin was taken irregularly. 3. Urine 
specimens were tested infrequently or at intervals of 
months or years. 4. No measurement or weighing of food 
in relation to urine tests or insulin dosage was done. 5. 
The patient had no regular examinations by a physician, 
and office or hospital examinations done at long intervals 
showed severe glycosuria and hyperglycemia. 

Two types of information were thus available on each 
patient: (a) data regarding the type of treatment and 
degree of control of diabetes over the years as judged by 
history and relevant data, such as the amount of sugar in 
the urine and blood and episodes of diabetic acidosis and 
coma; (b) data regarding vascular lesions as shown by 
the presence and degree of retinitis, arterial calcification, 
and nephropathy. In order to provide fair and unbiased 


TABLE 1.—Distribution of 451 Patients According to Sex and 
Degree of Control of Diabetes 


Degree of Control Male Female Total % 
5 6 11 2.4 
24 26 50 111 
58 34 92 20.4 
154 144 298 66.1 

241 210 451 100 


TABLE 2.—Relation Between Degree of Control of Diabetes and 


Age at Onset in 451 Patients 
Age at Onset 


cH 


20 Yr. 
Degree of Control 0-9.9 Yr. 10-19.9 Yr. or Over 
6 3 2 


correlation of these two types of data, it was imperative 
that each be graded independently. Pains were taken to 
insure this. 

Tables 1 through 4 give basic facis regarding the 451 
patients included in the study. There were 241 males and 
210 females, with no significant difference in the sex 
distribution among groups arranged according to degree 
of control of diabetes (table 1), except that a somewhat 
higher percentage of males was included in the group 
with fair control. Regarding distribution of patients ac- 
cording to degree of control, only 11 (2.4%) were 
judged to have maintained excellent control; 50 (11.1% ) 
were rated as having had good control, 92 (20.4% ) as 
fair, and 298 (almost two-thirds) as poor. This percent- 
age distribution is almost exactly the same as that re- 
ported earlier for the first 247 patients.* This fact adds 
to the value and significance of the classification, since 
the ratings in the earlier study were made largely by Dr. 
James L. Wilson and those in the second half were made 
by one of us (N. R. K.). 

Tables 2, 3, and 4 give the figures for age at onset of 
diabetes, duration of diabetes, and insulin dose, respec- 
tively. Examination of the tables indicates that the per- 


4. Laurence, R. D.; Scott, G. I, and Ashton, N.: Discussion on 
Diabetic Retinopathy, Proc. Roy. Soc. Med. 44: 742 (Aug.) 1951. 
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centages of patients in the various groups of degrees of 
control vary only slightly with respect to age at onset, 
duration of diabetes, and insulin dose at the time of last 
examination. It will be noted that 42% of the 451 pa- 
tients had had diabetes for 20 or more years. All patients 
were taking insulin, and in 86% the daily dose was more 


TINOPAT 


PER CENT OF CASES IN EACH GROUP 


15-19.9 yeors 20 years or more 
GRADES OF RETINOPATHY: 2655) 
Fig. 1.—Correlation of incidence of retinopathy in diabetic patients with 


duration of the disease and-degree of control maintained. The ‘‘good’’ 
group above also includes patients with excellent control. 


than 30 units. Not given in the tables is the fact that 51% 
of the patients gave a history of diabetes in relatives. 
This tendency was evenly distributed among the patients 
when arranged according to degree of control of diabetes. 


RESULTS 


The three complications of retinopathy, arterial calci- 
fication, and nephropathy were chosen as the lesions for 
study because of their frequency of occurrence and their 
importance and because of the relative ease with which 
objective data may be secured. We have correlated the 
incidence of these lesions with the degree of control of 
diabetes; the significant results are given chiefly in figures 
1, 2, 3, and 4. 


PER CENT OF CASES IN EACH GROUP 


| yy nate 10-14.9 years 15-19.9 years 20 years or more 


GRADES OF ARTERIAL CALCIFICATION: 


Fig. 2.—Correlation of incidence of arterial calcification in diabetic 
patients with duration of the disease and degree of control maintained. 
The “good” group above also includes patients with excellent control. 


Retinopathy.—The known relationship between dura- 
tion of diabetes and incidence of retinopathy was appar- 
ent in the present study. Among 154 patients who had 
had diabetes for 10 to 14.9 years, 35% had retinopathy 
of grade 2 or more, whereas among 189 patients who 
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had had diabetes for 20 years or more, 57% had this 
complication. The data indicate however, that duration 
of diabetes is by no means the sole deciding factor. De- 
gree of control of diabetes over the years is of paramount 
importance. No patient with excellent control had more 
than minimal (grade 0 or 1) eye changes. Among 50 
patients with good control, only 12 had more than mini- 
mal eye changes; in the good control group there were 
27 patients who had had diabetes for 20 or more years 
and, of these, only 8 had more than grade 1 retinopathy. 
Furthermore, among the total of 32 patients with excel- 
lent and good control who had had diabetes for 20 or 
more years, none had grade 4 retinopathy and only 1 
had grade 3 changes. This contrasts sharply with the fact 
that among 157 patients with fair or poor control who 
had had diabetes for 20 or more years, 26 (16% ) had 
grade 4 retinopathy and an additional 24 (15%) had 
grade 3. The influence of degree of control and duration 
of diabetes on retinopathy is shown graphically in figure 
1. It is evident that although there was a progressive 
increase in the incidence of retinopathy in all groups with 
the passage of time, within each period of years of dura- 
tion there was consistently a marked increase of eye 
changes in patients with fair or poor control as compared 
with those in the excellent and good control groups. 


TABLE 3.—Relation Between Duration of Diabetes and Degree 
of Control Maintained in 451 Patients 


Duration 
A. 
20 or 
Degree of Control 10-14.9Yr.  15-19.9 Yr. More Yr. 
3 8 5 
14 9 27 
108 74 116 
34 24 42 


Arterial Calcification —The data on calcification in 
the aorta and the arteries of the pelvis and extremities 
showed much the same trend as those on retinopathy. 
The influence of duration of diabetes was again apparent. 
Among 154 patients who had had diabetes for 10 to 
14.9 years, 33 (22%) had more than minimal calcifi- 
cation, whereas among 189 patients with diabetes of 20 — 
or more years’ duration, 129 (68% ) had more advanced 
grades of change. As with retinopathy, however, it is 
clear that the degree of control of diabetes was of out- 
standing importance. Thus, of 11 patients with excellent 
control, 4 showed no calcification, and 5 showed only 
minimal lesions. Among 50 patients with good control, 
26 showed no calcification, and 9 others showed only 
minimal changes. In contrast, 169 (54%) of 298 pa- 
tients with poor control showed moderate or marked 
calcification. Among the 189 patients with diabetes of 
20 or more years’ duration, 60% of 32 patients with 
excellent or good control had either no calcification or 
only minimal changes, whereas only 20% of 157 patients 
with fair or poor.control had comparable conditions. The 
fact that these differences are significant will be discussed 
later. The influence of degree of control and duration of 


diabetes is shown in figure 2. Although there was a steady 


increase in the incidence of arterial calcification in all 
groups with the passage of time, as was true of retinop- 
athy, within each period of years of duration there was 
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definitely a much higher incidence of this type of arterio- 
sclerosis in patients with fair or poor control than in 
those with excellent and good control. 

Nephropathy.—As was explained in detail in an 
earlier publication,’ we have applied the term “diabetic 
nephropathy” to the renal disease of mixed causation 
that is seen in diabetic patients of all ages but most fre- 
quently in young patients in their thirties and forties who 
have had severe, poorly controlled diabetes of long dura- 
tion. The clinical signs and accompaniments include 
albuminuria, retinopathy, peripheral edema, hyperten- 
sion, and azotemia, all progressing to death, usually from 
uremia but at times from myocardial infarction, conges- 
tive heart failure, or cerebrovascular accident. Associated 
histopathological conditions include a combination of 
lesions, among which are all or most of the following: 
acute and chronic pyelonephritis, arteriosclerosis, arteri- 
olosclerosis, and intercapillary glomerulosclerosis. 

Among the total group of 451 patients, there were 101 
(22% ) who showed definite evidence of diabetic nephrop- 
athy as defined above. Of the 101 patients, 52% were 
females; in the entire series of 451, 48% were females. 
There was a history of diabetes in relatives in 54% of 
the nephropathy group, about the same incidence as that 
for the total series, which was 51%. 


TABLE 4.—Relation Between Degree of Control Maintained and 


Daily Insulin Dose in 451 Patients 
Daily Insulin Dose 


jl or More 
Degree of Control 6-30 Units 31-70 Units Units 
4 65 18 
46 204 48 


An extraordinary correlation was found between the 
degree of control of diabetes and the development of 
nephropathy. None of the 11 patients with excellent con- 
trol and only one of the 50 with good control had nephrop- 
athy at the time of the study; furthermore, the patient 
with good control who had nephropathy was found to 
have the additional complication of familial hypercho- 
lesterolemia. On the other hand, 17% of the 92 patients 
with fair control and 28% of the 298 patients with poor 
control showed nephropathy. Of the 101 patients with 
nephropathy, 98 had proteinuria, 90 had retinopathy, 
61 had hypertension, 59 had arterial calcification, and 
50 had anemia; 26% had had diabetes for 10 to 14.9 
years, 27% had had it for 15 to 19.9 years, and 48% had 
had it for 20 years or more. 

A striking disclosure was the high incidence of nephrop- 
athy in patients with age of onset of diabetes between 
10 and 19.9 years of age. In 59% of the 101 patients 
with nephropathy, diabetes had begun during this 10 
year period in contrast to the fact that it had developed 
at this time of life in 43% of the total group of 451 per- 
sons. This tendency is shown graphically in figure 3. It 
was thought possible that this was due to inclusion in 
this group of a greater percentage of patients who had 
maintained poor control, but analysis of the data did not 
bear out this idea. The reason for this tendency is not ap- 
parent at the present time. 


DIABETES CONTROL—KEIDING ET AL. 967 


Retinopathy, Arterial Calcification, and Nephropathy 
Combined.—It was thought worthwhile to correlate the 
degree of control of diabetes with the presence of any 
one of the three complications considered. In doing this 
only the severer grades of involvement were considered 
—retinopathy of grade 2 or more and arterial calcifica- 


+ 


DURATION 10-14|15-19] 20+ 


iyeors) 
AGE AT ONSET 0-9.9 years 10-19.9 years 
TOTAL GROUP [J NEPHROPATHY 


20-29.9 years 


Fig. 3.—Correlation of incidence of nephropathy in diabetic patients with 
duration of the disease and age at onset. 


tion of “moderate” or “marked” grades. This meant that 
224 patients with retinopathy, 211 with arterial calcifica- 
tion, and 101 with nephropathy were included in this 
phase of the study; since most patients had two or three 
of these complications, a total of 298 persons were avail- 
able for study. In tabulations not shown here, it was 
found that distribution by age at onset of diabetes was 
almost exactly the same in patients in the retinopathy and 
calcification groups as in those of the entire group of 451 
persons. This feature has already been discussed in rela- 
tion to the nephropathy group. 

The correlation between degree of control of diabetes 
and the presence of any one of the three complications 
is shown in figure 4. It is evident that here, as in compa- 
rable figures showing the incidence of retinopathy or ar- 
terial calcification alone, the influence of duration of 
diabetes appears prominently; however, as in previous 


a RETINOPATHY 
3 CALCIFICATION 
$ NEPHROPATHY 
75 
z 
” 
CONTROL POOR c000 POOR! 6000 Poor! 
“CASES. 17] 29] fi08 12] |22| | 74 32 
#0-14.9 yeors 15-19.9 yeors 20 years or more 


Fig. 4.—Correlation of incidence of severer degrees of one or more of 
the three complications (retinopathy, calcification, or nephropathy) in 
diabetic patients with degree of control maintained and duration of the 
disease. The “good’’ group above also includes patients with excellent 
control. 


analyses with the complications considered separately, 
the effect of control of diabetes was apparent within each 
period of years of duration. Uniformly, those patients 


5. Wilson, J. L.; Root, H. F., and Marble, A.: Diabetic Nephropathy: 
Clinical Syndrome, New England J. Med. 245: 513 (Oct. 4) 1951. 
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with fair control showed a higher incidence of complica- 
tions than those with excellent or good control, and those 
with poor control showed the greatest incidence of all. 
Special attention is directed to the columns in figure 4 
showing the incidence of overall complications in those 
with diabetes of 20 or more years’ duration. In this group, 
although 54% of patients with excellent and good con- 
trol showed degenerative lesions, 73% of those with fair 
control and fully 92% of those with poor control did so. 
_ Patients with Low Insulin Dosage.—Included among 
the 451 patients were 64 who received less than 30 units 
of insulin a day. These questions naturally arise: Do 
these patients have the lowest incidence of complica- 
tions? Are they in the lowest age groups? Do the data in- 
dicate that the low insulin requirement is an indication of 
less severe diabetes? 
It was found that among the 64 patients there was a 
tendency toward a longer duration and a later age of on- 


. set of diabetes and toward a higher incidence of poor 


control of diabetes than among persons in the group as 
a whole. Thus, 50% of those in the low insulin group had 
had diabetes for 20 or more years as compared with 42 % 
in the entire group of 451 persons. As for age at onset 


TaBLE 5.—Comparison of Incidence of Complications in 64 
Patients Receiving Less Than 30 Units of Insulin Daily 
with That in the Total Group of 451 Patients 


Incidence in Total Group _ Incidence 
Hn in Low 


Actual, Adjusted,* Insulin Dose 
Complication %, % Group, % 
49 50 58 
Arterial calcification........... 47 50 56 
22 23 20 


* Adjusted for distribution according to age at onset and duration 
and degree of control of diabetes present in the low insulin dose group. 


of diabetes, the disease had developed below the age of 
10 years in only 8% of these 64 patients, whereas it had 
developed below that age in 19% of the total series. 
Furthermore, 74% of the group with low insulin require- 
ment had maintained poor control of diabetes in con- 
trast with 66% of those in the entire series. To allow for 
the different distribution of patients in the low insulin 
group as compared with those in the entire series as re- 
gards age at onset and duration of diabetes, the figures 
for the entire group were adjusted so that valid compari- 
sons could be made. The adjusted rates of incidence are 
shown in table 5. 

It is evident that patients receiving lower doses of in- 
sulin had, in general, about the same incidence of reti- 
nopathy, arterial calcification, and nephropathy as did 
those in the entire group. This is in keeping with the 
clinical impression, often stated but rarely documented, 
that insulin requirement is not necessarily a reliable 
index of the severity of diabetes as reflected in the inci- 
dence of serious complications. That the lower insulin 
dosage required by the patients under consideration was 
not due to the reported tendency toward a falling re- 
quirement in the later stages of diabetic nephropathy ° 
is shown by the fact that among the patients with low 
insulin requirement, the adjusted incidence of nephrop- 


6. Zubrod, C. G.; Eversole, S. L., and Dana, G. W.: Amelioration 
of Diabetes and Striking Rarity of Acidosis in Patients with Kimmelstiel- 
Wilson Lesions, New England J. Med. 245: 518 (Oct. 4) 1951. 
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athy was no higher and was, in fact, slightly lower (20% 
as compared with 23% ) than in the total series. 

Patients with Poor Control Without Complications.— 
A question might justifiably be raised regarding those 
patients whose control of diabetes has been poor and 
yet who had no complications at the time of this study. 
Among the entire number of 451 persons, there were 
77 who did not show more than “minimal” calcification 
or more than grade 1 retinopathy. Analysis of the group 
reveals, however, that 51 of these had had diabetes for 
not more than 10 to 14.9 years, and only 10 had had 
the disease for 20 or more years. These 10 represent only 
3% of the entire poor control group as contrasted with 
15 (25% ) of those in the excellent and good groups who 
showed no or minimal complications. 


COMMENT 


This study demonstrates clearly that although duration 
of diabetes may be correlated directly with the incidence 
of degenerative vascular disease, this is by no means the 
sole influence that is operative. Analysis of the data from 
various points of view has shown that the degree of con- 
trol of diabetes over the years is of even greater impor- 
tance than duration. The question may be asked that if 
degree of control is of importance, why is it that even 
with excellent or good control retinopathy or arterial 
calcification develop in certain patients after having had 
diabetes for years? The answer lies in the fact that ideal 
control of diabetes is almost impossible to attain with 
means now available, since ideal control implies the 
presence over many years of a constantly normal blood 
sugar level and sugar-free urine, reflecting entirely normal 
underlying metabolic processes. What we have termed 
excellent, good, fair, and poor control are in reality only 
varying degrees of inadequate control. A patient classified 
as having had excellent control has not by any means had 
ideal control throughout the years he has had diabetes. 

Although we have not included the figures, it should 
be noted that the results obtained in correlations of inci- 
dence of complications with degree of control were sub- 
jected to statistical analysis and found to be significant 
(P<0.01). Duration and age at onset of diabetes and 
insulin dosage did not affect this significance. 


SUMMARY AND CONCLUSIONS 

A study of the incidence and extent of retinopathy, 
arterial calcification, and nephropathy in a series of 451 
patients with onset of diabetes under the age of 30 years 
and with duration of the disease from 10 to 36 years is 
reported. These data are correlated with sex, age at 
onset of diabetes, insulin dosage, duration of diabetes, 
and degree of control of diabetes. Sex did not appear to 
be a significant factor, since the patients were about 
equally divided between males and females in the various 
groups considered. Age at onset of diabetes was not a sig- 
nificant factor, except that patients whose diabetes began 
between the ages of 10 and 19.9 years appeared to have 
he highest incidence of nephropathy’ Patients whose daily 
insulin dose was less than 30 units had the same inci- 
dence of complications as did those in the entire group. 

Control of diabetes materially decreased the incidence 
of complications. This decrease was not influenced by 
variations in duration, age at onset of diabetes, or insulin 
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dose. Among 32 patients who had maintained excellent 
or good control for 20 or more years, none had grade 4 
retinopathy and only one had grade 3 changes. On the 
other hand, among 157 patients with diabetes of the same 
duration who had maintained only fair or poor control, 
26 (16% ) had grade 4 retinopathy, and an additional 24 
(15%) had grade 3. No patient with excellent control had 
more than minimal (grade 0 or 1) retinopathy. Among 
189 patients with diabetes of 20 or more years’ duration, 
60% of the 32 with excellent or good control had either 
no arterial calcification or only minimal changes, whereas 
only 20% of 157 patients with fair or poor control had 
only these lesser degrees of arteriosclerosis. Among the 
total group of 451 patients, there were 101 (22%) with 
diabetic nephropathy. None of the 11 patients with ex- 
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cellent control and only one of the 50 with good control 
showed this complication; however, 17% of 92 patients 
with fair control and 28% of 298 patients with poor con- 
trol gave evidence of this condition. The group with 
nephropathy included a relatively high proportion of pa- 
tients with age of onset of diabetes at 10 to 19.9 years 
of age. 

The results of the study indicate that at all stages of 
duration of diabetes, the incidence of retinopathy, ar- 
terial calcification, and nephropathy was significantly less 
in patients who had maintained excellent or good control 
of diabetes. It is concluded that only by careful and con- 
tinuous attempts at control may the late complications 
of diabetes be prevented or postponed. 


81 Bay State Rd. (15). 


DIABETIC RETINOPATHY 


Jonas §. Friedenwald, M.D., Baltimore 


Diabetic retinopathy is characterized by the presence 
of small, sharply outlined “petechiae” and hard white 
“exudates” in the retina, usually most concentrated in the 
posterior pole of the eyeground. Repeated photographing 
of the fundus shows that the same “petechia” may persist 
at the same spot for many months. Since small hemor- 
rhages in the retinal tissue in other diseases are regularly 
absorbed in a few days, it follows that “petechiae” of the 
diabetic must be enclosed in some protective covering. 
Nettleship,' in 1877, noted the presence of sacular capil- 
lary aneurysms in diabetic retinopathy, but little attention 
was paid to this early observation. The retinal capillary 
aneurysms of the diabetic were rediscovered by Ballan- 
tyne and Loewenstein * in 1943. In recent years, knowl- 
edge of retinal vascular pathological conditions has been 
greatly advanced by the study of flat preparations of the 
whole retina ° and the visualization of the whole retinal 
vascular tree by special staining * and injection tech- 
niques.* These studies reveal in typical cases enormous 
numbers of minute sacular aneurysms in the retina. Many 
of the aneurysms are thin walled, but in others the walls 
are thickened and hyalinized. Sometimes the thickening 
of the walls almost completely obliterates the lumen. 
Most of the aneurysms are too small to be visible with the 
ophthalmoscope; consequently, many cases of early and 
mild stages of the lesion must escape ophthalmoscopic 
diagnosis. Often the aneurysms are surrounded by 
clusters of hemorrhages and exudates, indicating that the 
aneurysms are associated with or develop at points of 
weakness in the vessel wall. 

It is not to be concluded that retinal capillary aneu- 
rysms are seen only in diabetes. Ashton has found them 
in a variety of retinal diseases and even in some sup- 
posedly normal eyes. In relation to retinal inflammations 
and local tissue injuries the aneurysms are often fusiform 
or varicose, although they may also be sacular. Wexler 
and Branower ° found small numbers of capillary, aneu- 
rysms in the retinas of patients with malignant hyper- 
tension. My own experience is that they occur most 
frequently in patients of this group who have arteriolo- 
necrotic nephritis, and they are, in general, located at the 


margins of focal retinal lesions. Becker and Post * have 
produced great numbers of retinal capillary aneurysms 
by occluding the central retinal vein in experimental 
animals. Most of these aneurysms are fusiform or vari- 
cose, but a few are sacular. The characteristic features of 
the aneurysms of the diabetic are their great number, 
their sacular form, and their presence in uninjured por- 
tions of the retina. It is difficult to avoid the conclusion 
that in the diabetic the aneurysms represent a primary 
vascular lesion in the retina while in other diseases the 
aneurysms occur in response to local injury. 


RELATION BETWEEN RETINAL AND RENAL LESIONS 

There is an extremely close connection between this 
retinal vascular lesion of the diabetic and the renal lesion 
first described by Kimmelstiel and Wilson.‘ The two 
lesions, when present, are almost always jointly present. 
Capillary aneurysms in the kidney glomeruli have been 
observed in these cases by Hiickel,* Allen,* Kimmel- 
stiel,*° and others. Ashton has found no distinguishing 
features in histochemical and staining characteristics that 
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would differentiate the hyalin of the Kimmelstiel nodule 
from that of the thickened walls of retinal capillary 
aneurysms. My own studies are in accord with Ashton’s 
in this regard. 

The evidence seems unequivocal and complete that 
the retinal aneurysms and the Kimmelstiel glomerular 
nodules are joint manifestations of the same disease pro- 
cess. It is not necessary for this conclusion to be true that 
the pathogenesis of these two lesions be in all respects 
absolutely identical. The retinal capillaries differ in many 
respects both morphologically and functionally from 
those of the glomerulus. They are alike chiefly in that 
they both have a well-developed basement membrane. 
In the retina the hyalin deposit appears to me to be laid 
down inside the basement membrane of the aneurysm 
and to lead to an occlusion of the sacular lumen. In the 
kidney, as I understand, Dr. Kimmelstiel believes the 
hyalin is laid down outside the basement membrane not 
necessarily related to a preexisting aneurysm. Since 
neither of us has been able to watch these lesions develop, 

this difference in interpretation may be of no great sig- 
nificance, but in any case an exact identity in the 
development of.the lesion is not to be expected i in these 
widely dissimilar organs. 

My own observations on the retina ae dine of Kim- 
melstiel and other pathologists make it clear that the 
characteristic vascular lesions of the diabetic can occur 
in the absence of local or generalized atherosclerosis and 
in the absence of malignant hypertension and of its 
accompanying arteriolar lesions. It can also be said 
unequivocally that neither these retinal nor these renal 
lesions are regularly and characteristically seen in non- 
diabetics with atherosclerosis or malignant hypertension. 


Although the diabetic is susceptible to both atheroscle- 


rosis and hypertension, the characteristic retinal and renal 
vascular lesions of the diabetic cannot be attributed to 
atherosclerosis or hypertensive disease, although both 
these conditions may — the Tetinal and renal 

In view of the great the retinal sind 
renal capillaries, it seems remarkable that analogous 
lesions have-not been found in other organs of patients 
with these lesions. Careful search by many investigators 
has failed to reveal in other organs hyalin nodules similar 
to those in the glomerular tuft and in the retinal aneu- 
rysms. Owing to technical difficulties, however, the pos- 
sible existence of capillary aneurysms in the internal 
organs of these patients cannot yet be excluded. Capillary 
aneurysms can occasionally be found in the finger nail 
bed of the diabetic with retinopathy, but the incidence 
among these patients is not much greater than among 
the normal population. About 5% of diabetics with reti- 
nopathy show sacular aneurysms in the conjunctival 
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capillaries. The incidence appears to be somewhat higher 
than in nondiabetics. McCulloch “ reported the inci- 
dence of conjunctival aneurysms in the diabetic to be 
much higher than 5%, but he included in his enumera- 
tion fusiform and varicose capillary dilatations, which 
are common in the nondiabetic. Hanum,”* in 1939 
showed that often patients with diabetic retinopathy 
showed increased capillary fragility on the tourniquet 
test. This finding, confirmed by many subsequent ob- 
servers, remains today the best evidence that the retinal 
and renal lesions are joint manifestations of a general 
capillary abnormality in these patients. 

Several years ago, McManus ** made the ingenious 
suggestion that the hyalin in the glomerular and retinal 


_lesions might be derived from some abnormal mucopro- 


tein in the plasma of these patients. Dr. Bacon Chow of 
the Johns Hopkins School of Hygiene examined the elec- 
trophoretic pattern of samples of blood serum from dia- 


~ betics with and without retinopathy. The tests were run at 


pH 4 in acetate buffer and at pH 8 in barbital ( veronal® ) 
buffer. At. the lower pH no abnormal anionic compo- 
nent was found in either group, which may be taken 
as evidence. of-the absence of any greatly abnormal 
amount of acid mucoprotein in the serums of these pa- 
tients. At the higher pH an excess of alpha-2-globulin 
was found in some patients with retinopathy, but the sig- 
nificance of this remains obscure. Becker and Post,® who 
produced retinal capillary aneurysms by occluding the 


retinal veins in experimental animals, found that hyalin 


deposits sometimes occurred in the walls of these aneu- 
rysms indistinguishable from those-in the: diabetic. It 


would ‘appear that no abnormal plasma mucoprotein is 
‘required for the accumulation of the hyalin deposit, but 
the possibility that some abnormality of the mucoid me- 
‘tabolism of the diabetic the’ not 
“been excluded.” 


ROLE OF ‘ADRENAL’ ‘CORTICAL FUNCTION 
A -new ‘possible approach: to’ this problem has come 


‘about by the unexpected observation of Rich, Burthrong, 
‘and’ Bennett ** that lesions’ remarkably similar to the 
-Kimmélstiel ‘nodules can be’ produced in rabbits by the 
‘intramuscular injection of 7.5 mg. of cortisone daily for 


two weeks. More recently, Rich ** found typical Kim- 
melstiel lesions in the kidneys of a nondiabetic patient 
who had had long and intensive treatment with corticotro- 
pin (ACTH). These observations raise the question of 
whether adrenal cortical function plays a role in the pro- 
duction of the capillary lesions of the diabetic. Does the 
diabetic state in some way sensitize the patient to this 
adrenal cortical effect? 

What is the level of adrenal cortical function in dia- 
betics with and without characteristic retinopathy? Dr. 
Bernard Becker,’® who is collaborating with me in the 
exploration of these questions, recently reviewed the evi- 
dence in the literature and that from our own preliminary 
studies related to this matter. Space limitations do not 
permit enumeration of these arguments. They may be 
summarized by stating that we find nothing in the litera- 
ture or in our own clinical and experimental studies that 
contradicts the hypothesis that the vascular lesions of the 
diabetic may be due to some interaction between the dia- 
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betic metabolic abnormality and adrenal cortical func- 
tion. In an effort to test this hypothesis we have been 
studying the effects of corticotropin and cortisone on al- 
loxan diabetic animals. Alloxan diabetic animals that did 
not receive hormonal treatment and nonalloxanized con- 
trol animals that did receive hormonal treatment have 
been compared with the experimental group. The ex- 
perimental group of animals shows renal lesions similar 
to those described by Rich and, in addition, shows retinal 
capillary aneurysms similar to those of the diabetic. It is 
too early for us to conclude that the lesion is the result 
of some synergism between the diabetic state and adrenal 
cortical hormones. Whatever the fate of our present 
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working hypothesis, however, it is clear that this experi- 
mental analogue of the diabetic vascular lesion merits 
further study. 

CONCLUSIONS 


The present state of the knowledge of diabetic reti- 
nopathy is still inadequate, but the work of many investi- 
gators during the past decade has served to define and 
describe the vascular lesion that characterizes this dis- 
ease. It would appear that the happy and exciting thresh- 
old has been reached at which specific and potentially 
answerable questions can be formulated regarding the 
pathogenesis and etiology of this vascular disease. 


1212 Eutow PI. (7). 


RECENT CONTRIBUTIONS TO THE UNDERSTANDING OF 
EXPERIMENTAL DIABETES 


DeWitt Stetten Jr.. M.D., Ph.D., New York 


To the biochemist the living organism is a complex, 
highly organized, heterogeneous system of compounds 
displaying a high degree of chemical activity. Despite this 
activity, it is striking that the chemical composition of the 
several tissues of the normal adult animal remains fairly 
constant. It is today recognized that in many instances 
this constancy of composition is not attributable to ther- 
modynamic equilibrium or to kinetic stability. In general, 
in the living animal the organic reactions that comprise 
intermediary metabolism take place far from the equilib- 
rium point, and the molecules of substrate, activated in 
most cases by enzymes, have far less stability than do the 
same compounds in pure form in bottles on the shelf. 
Thus glucose, undergoing no measurable decay at 37 C 
in the pure state, will, in the presence of animal tissues, 
rapidly disappear. 

The constancy of composition of body fluids and 
tissues with respect to many organic compounds has been 
shown to be due to a dynamic balance between the rate 
of introduction of a compound, by synthesis or absorp- 
tion, and the rate of its removal, by excretion or deg- 
radation. Such a balance has been termed the “dynamic 
steady state,” and the glucose of the blood is a good 
example of a compound in this state. Whereas in the 
normal subject the total quantity of glucose in the circu- 
lation may remain reasonably constant, the population of 
glucose molecules is continuously turning over as old 
molecules are replaced by new. 


IMPAIRED GLUCOSE UTILIZATION 


Diabetes is an “error of metabolism,” and as with 
other errors of metabolism it is characterized by an alter- 
ation in the chemical composition of the blood and 
tissues. In the abstract, hyperglycemia may be the con- 
sequence either of excessively rapid absorption or syn- 
thesis of glucose on the one hand or of impaired utilization 
of glucose on the other. There has been considerable 
controversy during the past generation about whether 
the hyperglycemia of diabetes results from excessive pro- 
duction of glucose or from impairment in the consump- 
tion of glucose by the tissues. There is insufficient space 


to permit a review of the evidence that has been accu- 
mulated incident to this controversy, but it is my belief 
that most of the laboratories that have been investigating 
this question are essentially in agreement with the concept 
that the major primary metabolic defect observed in the 
animal deprived of its normal source of insulin is an 
impairment in the utilization of glucose. This impairment 
appears to be catholic and includes the several normal 
fates of glucose, i. e., glycogenesis, fatty acid synthesis, 
pyruvic and lactic acid formation, and the total oxidation 
of glucose to carbon dioxide. Combining the techniques 
of isotope dilution with those of continuous intravenous 
injection in the rat, I have entered into a study with Dr. 
Dwight J. Ingle ‘ designed to measure directly the rate 
of glucose production from noncarbohydrate precursors 
under various experimental circumstances. We have 
found that, while a small degree of overproduction of 
glucose does occur in the alloxan-diabetic rat, this ac- 
counts for only a small fraction of the glucosuria that the 
animal shows. On the other hand, the oxidation of glucose 
to carbon dioxide may fall to less than 50% of normal, 
and this finding is in accord with results from various 
laboratories.* It should not be supposed, however, that 
hyperglycemia is under all conditions the result primarily 
of underutilization of glucose. Thus, using the same tech- 
niques, we studied the rat made hyperglycemic by injec- 
tions of cortisone, and we found that the rate of glucose 
production from noncarbohydrate precursors is six to 
seven times the normal rate; this probably constitutes a 
major contribution to the glucosuria. The antagonism 
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between cortisone and insulin will thus be seen to be 
remote and perhaps more apparent than real in that these 
two agents affect the concentration of glucose in the blood 
in opposing directions but by different mechanisms. 


LOCUS OF ACTION OF INSULIN 

The exact locus of action of insulin is a question that 
is being pursued in various laboratories. It is generally 
agreed not only that the major effect of insulin is on 
glucose utilization but further that insulin must operate 
early in the sequence of events that initiates glucose 
utilization. Insulin affects both glycogenesis and glyco- 
lysis, and only two well-defined events occur before the 
pathways of glycogenesis and glycolysis diverge (see the 
accompanying figure). These are the entry of glucose 
into the intracellular compartment and the phosphoryla- 
tion of glucose by adenosine triphosphate in the presence 
of hexokinase. Measurement of the volume of body fluid 
throughout which d-galactose is distributed in the evis- 
cerated dog, with and without the simultaneous adminis- 
tration of insulin, has led Levine and his collaborators * 
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Diagram showing the entry of glucose into the cell and its phosphoryla- 
tion prior to glycogenesis or glycolysis. 


to the conclusion that this sugar is, in the absence of 
insulin, excluded from certain portions of the body water 
but gains free access to all body water when insulin is 
administered. Similar evidence has been adduced by 
these workers for two other sugars, /-arabinose and 
d-xylose. Levine points out that this effect apparently has 
considerable specificity in that the only three sugars that 
are insulin sensitive in this regard have the same con- 
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figuration about the first three carbon atoms as does 
glucose itself. Sugars that deviate from this configuration 
have proved unresponsive to insulin in this test. These 
workers therefore argue by analogy that the probable 
function of insulin is to favor the entry of glucose into 
the intracellular compartment. Since in their preparation 
there is no evidence for phosphorylation of any of the 
three sugars that they have successfully tested, they have 
further concluded that this effect is independent of phos- 
phorylation. The direct experiment in which glucose 
itself is used as a test material presents technical diffi- 
culties, owing to the fact that glucose, once it enters 
muscle cells, is irreversibly phosphorylated and, in a 
large part, promptly converted to other products. Al- 
though measurements of glucose space have been at- 
tempted with the aid of isotopic glucose, there are 
obvious experimental and philosophical difficulties in- 
volved in the measurement of a body space with a 
material that is rapidly destroyed. 

The second possible locus of action of insulin is the 
hexokinase-catalyzed phosphorylation of glucose, which 
is the obligatory initial chemical transformation under- 
gone by glucose simultaneously with or immediately after 
its entry into the cell. Evidence has been presented by 
Cori and collaborators * that supports the view that in- 
sulin indirectly activates hexokinase by releasing it from 
an inhibition due to anterior pituitary material. This 
evidence has been questioned in certain laboratories in 
view of difficulties encountered in attempts to repeat the 
experiments of the St. Louis group and also in view of the 
fact that attribution of the action of insulin specifically to 
the antagonizing of an inhibitor of pituitary origin leaves 
unanswered the question of the extreme insulin sensi- 
tivity of the hypophysectomized animal. Evidence from 
Hastings’ and Chaikoff’s laboratories * give further sup- 
port to the view that insulin acts early in the sequence of 
events undergone by glucose, but their experiments do 
not offer any basis for distinction between the two loci 
just discussed. It may be pointed out that the area of 
disagreement is at present considerably narrower than 
that of a generation ago, and final conclusions as to the 
site of insulin action may be anticipated in the near 
future. 

Evidence for the antagonism between insulin and the 
pituitary gland has repeatedly recurred in recent discus- 
sions of the problem. An interesting manifestation of this 
antagonism has been brought to light in Stadie’s labora- 
tory, where it was found that prior to exhibiting its action, 
insulin is first firmly bound to the effector organ.* Evi- 
dence has been presented for the binding of insulin by 
muscle, by mammary gland, and by adipose tissue, and, 
at least in the case of muscle, experiments have been 
reported that were interpreted to mean that growth hor- 
mone or some contaminant or biological derivative 
thereof interfered with this union of insulin and tissue. 


SOME CONSEQUENCES OF DIABETES 
Numerous other effects of diabetes and of hyperinsul- 
inism have been described. Today, many of these can 
be explained as secondary effects of the altered glycolytic 
rate. Some years ago, my associates and I presented 
evidence for the impairment of fatty acid synthesis in 
diabetes and enhancement of this process when insulin 
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was administered.’ This effect was further studied with 
liver slices in several laboratories,® and it was shown that 
the conversion of acetate to fatty acid is impaired when 
the preparation is derived from a diabetic animal. A 
similar impairment has been observed both in the intact 
animal and in liver slices ° when the animal, instead of 
being made diabetic, is merely fasted. Recently, Chaikoff 
showed that the capacity of the liver slice to transform 
acetate to fatty acid is largely restored to normal if the 
diabetic animal is pre-fed with fructose, which it can 
utilize, rather than with glucose, which it cannot utilize.*® 
From these experiments, it may be provisionally con- 
cluded that the formation of fatty acid from acetate is not 
directly dependent on a supply of insulin but rather re- 
quires concurrent glycolysis to supply both energy and 
reducing agents that are required in this synthesis. 
Analogously, the incorporation of amino acids into 
peptides and proteins in liver slices and in diaphragm has 
been studied by Krahl,’ who has found that the incor- 
poration of glycine into glutathione and into protein is far 
less than normal if the tissue preparations are derived 
from diabetic animals, but it is also subnormal when 
fasted animals are employed. In his study of the reactions 
involved in the biosynthesis of glutathione, Bloch ** 
found that glycogen and intermediates in the glycolytic 
cycle serve especially well as sources of the chemical 
energy that is necessary for the synthesis of these par- 
ticular peptide bonds. From these observations it may be 
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concluded that while the formation of peptide bonds is 
inhibited in diabetes, this inhibition is probably not a 
direct consequence of insulin lack but again is a function 
of inhibited glycolysis that is encountered not only in 
diabetes but also in starvation. 

These observations taken together bring into focus the 
striking similarity in the biochemical difficulties of star- 
vation on the one hand and diabetes on the other. The 
starving animal is deprived of its normal carbohydrate 
source. The diabetic animal has abundant glucose in its 
body fluids but, because of some difficulty in the capture 
or phosphorylation of this glucose by its cells, is not able 
to utilize it to the greatest advantage. From this point of 
view, the aptness of the description that has been given 
to diabetes will be appreciated, namely, that diabetes is 
“starvation in the midst of plenty.” 
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— OF PULMONARY TUBERCULOSIS WITH HYDRAZIDE 
DERIVATIVES OF ISONICOTINIC ACID 


Irving J. Selikoff, M.D., Edward H. Robitzek, M.D. 


George G. Ornstein, M.D., 


Schnitzer and his co-workers! have demonstrated 
that the hydrazide of isonicotinic acid (isoniazid) and 
several of its derivatives, including iproniazid and 1-iso- 
nicotinyl-2-glucosylhydrazine, have impressive antituber- 
culous activity in mice and in vitro. These workers found 
members of the hydrazine series to be superior to 
previously utilized antimicrobial agents in the therapy of 
experimental tuberculosis of mice. Similar antituber- 
culous activity of isoniazid was independently reported 
by Bernstein and associates * and recently by Domagk 
and his associates.* 

Clinical studies of the hydrazide derivatives of iso- 
nicotinic acid were initiated at Sea View Hospital on 
June 19, 1951. These investigations were directed toward 
determination of toxicological and pharmacological 
properties of this new group of compounds in humans *; 
large scale therapeutic studies were instituted Oct. 2, 
1951.5 Three compounds have been investigated by us 
to date. One, the glucosyl derivative, is no longer in use, 
since other compounds are clearly superior. 


MATERIAL AND METHODS 
The 175 patients selected for this study all had exten- 
sive, active pulmonary tuberculosis. Each was considered 
unlikely to benefit from known standard methods of 


Staten Island, N. Y. 


tuberculosis therapy. Almost all had previously been 
treated by one or more currently accepted methods, and 
each represented a failure of such therapy. All patients 
except three (studied for the therapeutic effect of these 
drugs in extrapulmonary complications) had sputum 
persistently positive for tubercle bacilli. The majority of 
cases were toxic, and all had either stationary or progres- 
sive disease. Other forms of tuberculosis were frequently 
present. Associated related conditions such as amenor- 
rhea, avitaminosis, and amyloidosis were noted (table 1). 

Common classifications currently in use fail to differ- 
entiate adequately the degree, character, and pathological 


From the Medical Service, Sea View Hospital. 

Read before the Section on Diseases of the Chest at the 101st Annual 
Session of the American Medical Association, June 10, 1952. 

Because of space limitations, some of the bibliographic references have 
been omitted from THE JOURNAL and will appear in the authors’ reprints. 

Iproniazid (1-isonicotinyl-2-isopropylhydrazine) was supplied as mar- 
silid,® and isoniazid (isonicotinylhydrazine) was supplied as rimifon® by 
the Hoffmann-LaRoche Company of Nutley, N. J. 

la. Grunberg, E., and Schnitzer, R. J.: Studies on the Activity of 
Hydrazine Derivatives of Isonicotinic Acid in the Experimental Tuber- 
culosis of Mice, Quart. Bull. Sea View Hosp. 13: 3-11 (Jan.) 1952. 
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On the Lasting Protective Effect of Hydrazine Derivatives of Isonicotinic 
Acid in the Experimental Tuberculosis Infection of Mice, Dis. Chest 
21: 369-377 (April) 1952. 

2. Bernstein, J.; Lott, W. A.; Steinberg, B. A., and Yale, H. L.: 
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implications of the extensive disease present in each case. 
For this reason, two classifications have been employed 
in the analysis of the pulmonary status of the cases in 
this series (table 2). 

Iproniazid has been given to 101 patients for from 
three to seven months, and isoniazid has been given to 


Taste 1.—Summary of Patient Data 


Hydrazide 
plus 
Strepto- 
Iproniazid Isoniazid mycin 
Sex 
36 27 4 
Race or Nationality 
45 26 4 
46 33 2 
Previous duration of disease, mo. 
ll 4 1 
TED 20 4 1 
OF 45 85 5 
Previous therapy 
78 52 1 
Courses of streptomycin......... 126 106 1 
p-Aminosalicyliec acid 83 45 4 
Amithiozone (‘‘tibione’’) ........ 0 2 0 
Sulfoxone (diasone®) .........+. 0 2 1 
Pneumoperitoneum 21 16 1 
Surgical excision or collapse..... 6 0 
Extrapulmonary tuberculosis 
14 9 0 
3 1 0 
1 1 0 
Gastrointestinal (2) ............. 2 0 0 
Lymph mode (2)....cccccccccccese 1 1 0 
Sinuses, etc. 1 0 
Other (5) 2 3 0 


65 patients for from two to five months. Nine patients 
who had not been treated previously with streptomycin 
were treated with combinations of streptomycin and a 
hydrazine derivative for three months. 

The dosage of iproniazid was standardized at 4 mg. 
per kilogram of body weight per day. Doses of 1, 2, 10, 
and 15 mg. per kilogram were investigated and con- 
sidered unsuited for general use either because of exces- 
sive drug toxicity at the higher levels or delayed and 
suboptimal efficacy at the lower levels. Isoniazid was 
employed in doses of 4 and 8 mg. per kilogram in 31 and 
34 cases, respectively, and these levels have been utilized 
as therapeutically effective although not necessarily 
optimal. Doses of 1 and 2 mg. per kilogram were thera- 
peutically inferior. The medications were given orally in 
tablet form, and were arbitrarily administered after meals 
three times daily. In special studies, administration in 


3. Domagk, G.; Offe, H. A., and Siefken, W.: Ein Weiterer Beitrag 
zur experimentellen Chemotherapie der Tuberkulose (Neoteben), Deutsche 
med. Wchnschr. 77: 1-9 (May 2) 1952. 

4. Selikoff, I. J.; Robitzek, E. H., and Ornstein, G. G.: Toxicity of 
Hydrazine Derivatives of Isonicotinic Acid in the Chemotherapy of 
Human Tuberculosis (Preliminary Report), Quart. Bull. Sea View Hosp. 
13: 17-26 (Jan.) 1952. 

Sa. Robitzex, E. H.; Selikoff, I. J., and Ornstein, G. G.: Chemotherapy 
of Human Tuberculosis with Hydrazine Derivatives of Isonicotinic Acid 
(Preliminary Report of Representative Cases), Quart. Bull. Sea View 
Hosp. 13: 27-51 (Jan.) 1952. 

5b. Selikoff, I. J., and Robitzek, E. H.: Tuberculosis Chemotherapy 
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6. Rubin, S. H.; Drekter, L.; Scheiner, J., and DeRitter, E.: Determi- 
nation of Blood Plasma Levels of Hydrazine Derivatives of Isonicotinic 
Acid, Dis. Chest 21: 439-449 (April) 1952. 
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single daily doses was effective, but apparently less so 
than the divided dose schedule, and it was abandoned. 
A regimen of six divided daily doses has recently been 
used effectively. Experimental studies support the clinical 
observations on which these dosage schedules are based. 
Maximum blood levels of both isoniazid and iproniazid 
are attained about 90 minutes after ingestion.® Isoniazid 
blood levels decline more rapidly than those of iproni- 
azid; with the former, little drug remains in the blood 
stream after 12 hours. Iproniazid, on the other hand, is 
eliminated less rapidly, and appreciable blood levels are 
still present in 12 hours. Maintenance of constant blood 
levels requires multiple dose schedules. 

In the group treated with streptomycin and hydrazide 
combined, all patients received 1 gm, of streptomycin 
daily. Five patients were given 4 mg. per kilogram of 
iproniazid and four were given 8 mg. per kilogram of 
isoniazid. The hydrazides were administered in three 
divided daily doses. 


RESULTS OF THERAPY 


Effect on Systemic Manifestations.—Systemic toxicity 
of tuberculosis is evidenced by temperature elevation, 
asthenia, anorexia, weight loss, lethargy, general toxicity, 
and malaise. Therapy with the hydrazine drugs has been 
characterized by significant amelioration of these mani- 
festations. Although variations exist and are noted below, 
a therapeutic effect has been observed with both drugs 
that is rapid in onset, often marked in degree, and occa- 
sionally dramatic. In febrile cases, defervescence is 
usually accomplished within three weeks, with an average 
of 8 to 10 days. We have seen instances of reversal to 
normal temperature within 24 hours in patients who had 
been continuously febrile for several months. Defer- 
vescence is delayed by the presence of empyema and by 
concomitant nontuberculous infection. Normal tempera- 
tures usually persist with continuation of therapy, and 
some patients have maintained an afebrile state after only 
three to four weeks of treatment. Late recrudescence of 
fever has occurred during therapy and on discontinu- 


TABLE 2.—Classification of Pulmonary Disease of Patients 
Treated 


Hydra- 
zide plus 
Ipro- Iso- §Strepto- 
niazid niazid mycin 


National Tuberculosis Association Classification * 


78 48 q 

Moderately advanced .......... ereccees eo 23 16 5 

Classification of Ornstein, Ulmar, and Dittler ¢ 

Exudative caseous-pneumonic ........... 44 33 4 

Productive caseous-pneumoniec .......... 33 23 3 

Exudative-productive, caseous-pneumonie 19 3 2 


* Diagnostic Standards and Classification of Tuberculosis, ed. 9, New 
York, National Tuberculosis Association, 1950. 

t Ornstein, G. G.; Ulmar, D., and Dittler, E. C.: A Clinical Classifica- 
tne of Pulmonary Tuberculosis, Am. Rev. Tubere. 23: 248-285 (March) 


ance of therapy, but this is uncommon. Rarely, we have 
observed a brief initial rise in temperature on initiation 
of therapy. 

Defervescence is accompanied by equally rapid re- 
versal of systemic toxicity. This may even precede the 
return to a completely normal temperature. Appetite be- 
gins to improve, especially when it has been poor, as early 
as the second day of therapy, and improvement is almost 
always noted by the end of the first week. At this time, 
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return of strength, energy, and sense of well-being begins 
to become manifest, and improvement is marked by the 
end of three weeks. This reversal of systemic toxicity is 
more marked in toxic cases, and may be seen even in 
almost moribund patients. It is a noteworthy and unique 
effect of hydrazide therapy, and occurs with a regularity 


TABLE 3.—Effect of Hydrazide Therapy on Toxicity and Cough 
and Expectoration in Active Tuberculosis 


Hydrazide 


Iproniazid Isoniazid plus Strepto- 
(101 Cases) (65 Cases) mycin (9 Cases) 


Before After Before After Before After 
Therapy Therapy Therapy Therapy Therapy Therapy 


Temperature 
eee 38 96 27 57 3 9 
Subfebrile (100) 43 2 28 6 . 6 0 
Febrile (101-105) 20 3 10 3 0 0 
General Toxicity * 
26 96 25 51 5 9 
pwheebewinedhe 28 2 17 13 8 0 
25 8 17 1 1 0 
Oe 12 0 8 0 0 0 
10 0 3 0 0 0 
Cough and Expectoration t 
33 1 8 
17 34 19 27 0 1 
41 10 4 5 5 0 
26 0 14 0 3 0 
10 0 a» 0 0 0 


* Graded by an arbitrary scale, varying from none in patients com- 
letely symptom-free to ++-++ in patients in terminal condition. The 

latter have great weight loss, temperatures ranging from 103 to 105 F 
(39 to 41 C), and asthenia, and often are moribund. 

t + represents expectoration of less than % cup (125 ce.) per 24 hours; 
++, % to 1 eup (125 to 250 ec.); +++, 1 to 2 cups (250 to 500 ce.); 
and ++++4, 2 or more cups (500 cc. or more). These classifications are 
also related to the character of the sputum. 


and to a degree not observed by us with antimicrobial 
agents hitherto utilized. A summary of the effects of the 
hydrazine drugs on toxicity is contained in table 3. 

Weight gain accompanies return of appetite. It usually 
begins during the second or third week of therapy and is 
continuous until normal or above normal levels are 
reached. In some instances it is unusually rapid, with gains 
of 50 lb. (22.7 kg.) being reached in three months 
(see chart). It is more notable in patients who were previ- 
ously toxic and markedly underweight. 

Further manifestations of the important effect of hy- 
drazide therapy on general systemic toxicity has been 
noted in the reversal of symptoms of avitaminosis when 
these were present. These have included oral manifesta- 
tions of ariboflavinosis and nicotinic acid deficiency as 
well as peripheral neuropathy associated with diabetes 
mellitus. That this improvement was secondary to re- 
versal of general toxicity, with subsequent utilization of 
normal dietary vitamins, was evidenced by the prether- 
apy failure of vigorous vitamin supplementation to con- 
trol the avitaminosis. 

Variations exist in the response of general systemic 
toxicity to hydrazide therapy. The most important vari- 
able is the drug used. Iproniazid has a much more cer- 
tain, predictable and marked effect on systemic manifes- 
tations than isoniazid. The effect of the latter is slower, 
less remarkable, and occasionally absent. A graphic illus- 
tration of the comparison is contained in the chart, dem- 
onstrating more rapid and greater weight gain with ip- 
roniazid. Secondly, the size of the dose will affect the 
response of systemic symptoms. Iproniazid in doses of 
2 mg. per kilogram yields moderate results, which are, 
however, inferior to those obtained with 4 mg. per kilo- 
gram. Doses of 10 and 15 mg. per kilogram did not yield 
superior results, except perhaps in relation to tempera- 
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ture. Thus, satisfactory systemic response is usually ob- 
tained with 4 mg. per kilogram of iproniazid daily in 
three or four divided doses. With isoniazid, the dosage 
similarly is of importance. With doses of from 1 to 3 mg. 
per kilogram the systemic response is slower and often 
unsatisfactory. With 4 to 8 mg. per kilogram superior re- 
sults are obtained, albeit they are still not as marked as 
with iproniazid. With both drugs, and at all dose levels, 
it is our tentative impression that administration in 
divided daily doses produces a greater systemic response 
than administration of a single daily dose. 

Effect on Cough and Expectoration.—A rapid and 
significant reduction in cough and expectoration (table 3) 
is achieved with hydrazide therapy. This effect appeared 
simultaneously with systemic improvement and has per- 
sisted. Intermittent, nonspecific respiratory infections 
have caused brief temporary reexacerbations. 

Roentgenographic Results——Roentgenograms were 
taken before institution of therapy, and follow-up films 
were made at monthly intervals. Tomographs were taken 
as indicated throughout the course of treatment but al- 
ways at its termination. 

Beneficial roentgenographic changes in tuberculosis 
are largely limited to closure or significant reduction of 
cavity and clearing of exudate. Such changes were seen 
in 60.3% of these cases and are tabulated. Most pa- 
tients began to receive iproniazid therapy in October, 
November, and December of 1951. Occasional patients 
showed favorable x-ray response within two to three 
months. However, such favorable changes in significant 
numbers were only apparent in April, the beginning of 
the sixth month. The patients treated with isoniazid began 
therapy at a somewhat later date, but beneficial roent- 
genographic changes were observed at approximately the 
same time as in the previous groups under iproniazid 
therapy. These apparent differences appear to be due 
to the more extensive character of the disease in the 
earlier group, a fact not adequately reflected in classifica- 
tions. 

A deleterious effect is illustrated by reopening of a 
cavity, appearance of a new cavity, or enlarging of old 
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24 
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WEEKS AFTER THERAPY 


WE 
ISONIAZID 


Comparison of average weight gain of patients treated with isoniazid 
and iproniazid. 


or appearance of new exudate. Such changes occurred in 
some cases (table 4). In one patient with previous unsuc- 
cessful pneumothorax and residual effusion during iproni- 
azid therapy a bronchopleural fistula developed. 
Sputum.—Sputum examinations were performed 
weekly. Direct stained smears were examined initially. 
If negative twice, they were supplemented by concen- 
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trates. When the latter were negative or when the patient 
failed to expectorate, concentrated smears of the gastric 
lavage specimen were examined. Sputums of patients 
with negative specimens were cultured. Negativity of 
concentrated specimens has been amply confirmed by 
negativity of culture, although these examinations were 
performed in patients under treatment. Whether this has 
influenced the findings significantly will be apparent 
when the results of sputum and gastric culture in persons 
whose therapy has been discontinued for protracted 
periods have been analyzed. 

Of interest has been the static percentage of conversion 
at two and three months and at five and seven months. 
These percentages are especially interesting since in 
earlier preliminary statements sputum negativity was often 
associated with open cavity and was unsupported by cul- 
ture.° In table 5 negativity of sputum, closure of cavity, 
and confirmation by culture are correlated. 

Extrapulmonary Tuberculosis.—The effectiveness of 
therapeutic agents in the treatment of tuberculosis is often 
more readily observed in extrapulmonary manifestations 
of this disease. Iproniazid and isoniazid have been em- 
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40% of these cases. Alleviation of temperature, diarrhea, 
and abdominal tenderness was prompt and sustained. It 
is probable that this represented a beneficial effect on the 
gastrointestinal tract. Disappearance or shrinkage of cer- 
vical lymph nodes, proven by biopsy, occurred in one 
case during iproniazid therapy; cessation of drainage in 
axillary lymph nodes after continuous drainage for two 
and one-half years that was previously unaffected by 
250 gm. of streptomycin occurred within six weeks after 
institution of isoniazid therapy. Drainage sinuses related 
to underlying empyema have been similarly benefited by 
both drugs. When drainage was incompletely controlled, 
it was markedly reduced or its character altered from 
purulent to seropurulent. Favorable results have been ob- 
served in tuberculous tenosynovitis, perianal ulceration, 
and papulonecrotic tuberculid (table 1). 

Concomitant Nontuberculous Disease.—Three pa- 
tients had proved generalized amyloidosis. In none of 
these were there toxic side-reactions attributable to the 
drug. One, in whom therapy was begun in October, 1951, 
was toxic, markedly underweight, febrile (103 to 105 F) 
for three months and suffering from extensive cavitary 


TABLE 4.—Roentgenographic Changes in 174 Patients After Two to Seven Months of Therapy 


Drug, No. of Patients, and Dose 
Iproniazid (101 patients; 4 mg./kg.)......... 


Isoniazid (64 patients; 4 and 8 mg./kg.)*.... 
Streptomycin (1 gm. daily) plus iproniazid 


(80%) 
Streptomycin (1 gm. daily) plus isoniazid 
(15%) (25%) 


59 9 33 
(58.4%) (8.9%) (82.7%) 
39 2 23 
(60.9%) (3.1%) (36%) 


1 
(20%) 


Cavity Clearing Broncho- 


Cavity Size of New Cavity pleural 
Improved Worse NoChange Closures Reduced Exudate Spread Cavity Larger Fistula 
25 19 38 6 1 2 1 
16 25 1 0 1 0 
1 2 1 0 0 0 0 
3 0 2 0 0 0 0 


* One patient in this group had no lung lesion. 


ployed in a wide variety of tuberculous lesions (table 1). 
The results of therapy in genitourinary and orthopedic 
lesions have been reported independently by the respec- 
tive hospital services.” Experiences with laryngeal lesions 
are similarly to be reported.* It can be stated that favor- 
able changes were prompt and sometimes dramatic. The 
patients complaining of pain on deglutition usually re- 
ported subjective improvement by the second or third 
day and always by the fifth. Alleviation of hoarseness was 
often apparent shortly thereafter, but when there was 
permanent laryngeal damage hoarseness persisted. In- 
direct laryngoscopy, performed by members of the oto- 
laryngological service, revealed slow subsidence of red- 
ness and edema and healing of ulceration, which in all 
cases was complete by the second month. Tuberculous 
otitis was favorably affected in four cases, with improve- 
ment in hearing in each, cessation of drainage in three, 
and reduction of drainage in one. Both drugs were uti- 
lized; each provided benefit but not in enough cases for 
statistical evaluation. In two cases, tuberculosis of the 
tongue, previously not affected by streptomycin and p- 
aminosalicylic acid, was healed, once with each drug. 
Benefit was apparent within three weeks, and healing was 
complete in three months. Figures for the absolute inci- 
dence of gastrointestinal tuberculosis are not available, 
but are undoubtedly much higher than the figure given 
in the table. Statistically it was certainly present in 25 to 


pulmonary disease. There was anasarca, persistent albu- 
minuria, and 100% retention of Congo red. Therapy with 
iproniazid brought about sharp defervescence, elimina- 
tion of toxicity, and marked weight gain. Within the sec- 
ond week there was diuresis and loss of anasarca, which 
has not recurred. Cavity closure and clearing of exudate 
occurred during the third to fourth months and, with the 
exception of two positive gastric concentrates, sputum 
negativity has been persistent during the past six months. 
Discontinuance of treatment one month before this arti- 
cle was prepared brought no reexacerbation. The second 
patient, (H. C.) a young adult woman with known tuber- 
culosis since early childhood, has been reported among 
the patients who died of fatal hemorrhage. Her amyloi- 
dosis was unsuspected but discovered at postmortem 
examination. She had never shown toxicity due to the 
use of iproniazid. The third patient, a Negro with a 20 
year history of tuberculosis and chest wall drainage from 
an underlying empyema for 1% years, has similarly 
shown no ill effect from the use of isoniazid. On the 
contrary, the sinus has closed, and there has been satis- 
factory improvement in the clinical state. 

Eleven patients had concomitant diabetes and tuber- 
culosis. Ten were treated with isoniazid, and one with 
iproniazid. No difficulties were encountered in continuing 
control of the diabetic state. Increasing appetite increased 
insulin requirements by 5 units in some patients. Other- 
wise no changes in regimen were required. 
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Seventeen patients with positive serologic tests for 
syphilis, three with sickle cell anemia, two with bronchial 
asthma, two with nonspecific otitis, and one with rheu- 
matoid arthritis showed no changes with respect to their 
nontuberculous disease as a result of therapy. 


DRUG TOXICITY 

During our original toxicological and pharmacological 
studies, the occurrence of toxic side-effects were re- 
corded.* Further experiences have confirmed these ob- 
servations and have extended them. Toxic side-effects are 
qualitatively the same with iproniazid and isoniazid but 
are quantitatively different; they are much commoner 
and are more significant clinically with iproniazid. 

When toxic side-effects occur, they are principally 
noted in the central nervous system and, possibly, to a 
lesser extent, in the autonomic nervous system. Symp- 
toms include hyper-reflexia, headache, involuntary mus- 
cle twitching, peripheral neuropathy, mild euphoria and 
excitability, constipation, vertigo, difficulty in initiating 
micturition, mouth dryness, minor difficulty in visual 
accommodation, and variations in sexual stimulation and 
activity. These symptoms, which are more frequent with 
iproniazid, occur at therapeutic dosage levels of 4 mg. 
per kilogram. At this level, however, they do not con- 
stitute a contraindication to therapy, and even temporary 
discontinuance of therapy or reduction of dosage is rarely 
necessitated. At higher dosage levels, however, these 
symptoms become more severe and with doses of 15 mg. 
per kilogram are hazardous. They constitute the limiting 
factor to iproniazid dosage. 

With isoniazid, the nervous system side-effects are 
much less marked but still occur. They may even occur 
with doses of 4 and 8 mg. per kilogram, necessitating re- 
duction of dosage. This is uncommon and 4 to 8 mg. per 
kilogram is usually a satisfactory therapeutic dose, with 
side-effects not observed in the majority of patients. 
Higher dosage ranges have been incompletely evaluated, 
but fragmentary experiences indicate that 20 mg. per 
kilogram may proveexcessively toxic. 


With both drugs, incautious overdosage is dangerous, 
and prolonged administration of the higher doses men- 
tioned may be followed by excitable behavior or som- 
nolence, convulsions, and coma. Prompt cessation of 
therapy at the first signs of such toxic reaction, with sup- 
portive therapy, will result in gradual reversal of the toxic 
state. We do not recommend therapy with high doses at 
this time; should they be used for any reason, closest ob- 
servation of the patient is necessary. 

With both isoniazid and iproniazid, also, serious cen- 
tral nervous system side-effects are commoner in persons 
who have unstable personalities, a history of previous 
psychotic episodes, and a history of previous convulsive 
disorders. If such patients are treated, it should be with 
lower dosage regimens and under close supervision. 

The central nervous system side-effects appear to be 
aggravated by adrenergic drugs such as ephedrine and 
occasionally by antihistamines. In two cases with pro- 
longed treatment by iproniazid, surgical anesthesia (cy- 
clopropane in one and intravenous barbiturate anesthesia 
in the other) caused severe reactions. We have no infor- 
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mation as to whether similar surgical anesthesia would 
constitute a problem with short-term iproniazid therapy 
or with isoniazid therapy. Procaine has been safely used 
with both drugs. 

Toxic side-effects other than those of the central nerv- 
ous system have not been consistently observed. In our 
series we have not noted skin rashes, gastrointestinal dis- 
turbances, purpura, cardiovascular difficulties, nor al- 
lergic reactions to date. Mild dyspnea and transitory 
pedal edema have occurred and are of obscure signifi- 
cance. Extensive laboratory investigations have so far 
yielded little evidence of biochemical toxicity. Liver and 
renal function tests have*shown few abnormalities apart 
from some reversals of albumin-globulin ratios and sev- 
eral positive cephalin flocculation tests in patients with 
systemic toxicity. We have not yet observed agranulo- 
cytosis nor aplastic anemia. With iproniazid hemoglobin 
concentrations decrease 1 to 3 gm. per 100 cc. frequently 
and spontaneously revert to normal levels on discontinu- 
ance of therapy. Such hemoglobin changes have not, 
however, necessitated discontinuance of therapy. Transi- 
tory eosinophilia has been noted in a small percentage of 
cases. With isoniazid no significant changes have oc- 
curred with hemoglobin concentrations. 


TaBLE 5.—Comparison of Sputum Conversion with Different 
Therapeutic Agents in 172 Cases of Tuberculosis 


Total No. with 
No. of Sputum 


Prug Dose Patients Conversion 
4 me./ke. 101 26 
25.7%) 
(25.8%) 
Iproniazid plus streptomycin..... 4 meg./ke. 5 1 
1 gm./day 
Isoniazid plus streptomycin....... 8 mg./kg. 4 3 
lgm./day 


Side-effects due to drug toxicity usually appear early 
in the course of therapy, principally about the first to 
third weeks, are in evidence for several weeks, and tend 
to spontaneously subside thereafter, except for prolonged 
continuation of hyper-reflexia and possible reactions to 
general anesthesia. This latter problem requires further 
study. 

Discontinuation of therapy after prolonged adminis- 
tration may result in central nervous system side-effects. 
This “withdrawal syndrome” may be marked by irrita- 
bility, restlessness, excessive dreaming, headache, leth- 
argy, vertigo, and slight nausea. It is inconstant and is 
much more frequently observed after therapy with ipro- 
niazid than with isoniazid. It appears approximately 24 
to 48 hours after cessation of therapy, and symptoms per- 
sist, with gradual regression for approximately 10 to 14 
days. Gradual withdrawal of the drug delays but may not 
prevent withdrawal symptoms. 

Side-effects, if marked, are best treated by diminution 
of dose or discontinuance of therapy. Less severe reac- 
tions require no interruption nor alteration of therapy. 
Administration of prostigmine bromide, 15 mg. orally, is 
often effective against such side-effects as constipation 
and difficult micturition and the headache of the “with- 
drawal syndrome.” With the latter, iproniazid has also 
been effective. 
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One death has occurred in the 175 patients during 
therapy, which may be related to such therapy. This pa- 
tient, E. B., was treated with 15 mg. per kilogram of 
iproniazid and had convulsions, dying in coma after sev- 
eral days. He suffered from syphilis and had had repeated 
epileptiform convulsions prior to hydrazide therapy. We 
feel that this therapy augmented his convulsive tendency. 
Five other patients (four treated with 15 mg. per kilogram 
of iproniazid and 1 treated with 8 mg. per kilogram of 
isoniazid) had moderately severe reactions. No severe 
reactions occurred in patients treated with lower doses, 
and the five patients just described with reactions to high 
doses have since been successfully treated without side- 
effects with doses of 4 mg. per kilogram. 

Mortality —Seven deaths have occurred in the 175 
patients in this series, all among the 101 treated with 
iproniazid. No patient treated with isoniazid has died. 

Two patients died of massive hemoptysis. One (J. A.) 
had had repeated hemoptyses before therapy, continued 
to bleed during therapy, and died following one such 
massive hemorrhage. Autopsy confirmed the clinical im- 
pression of death due to hemorrhagic suffocation. The 
second patient (H. C.) had a destroyed left lung and a 
cavity in the right upper lobe. The latter closed during 
iproniazid therapy, and excisional surgery was then rec- 
ommended for the left lung. The patient refused such 
intervention. She suffered a massive fatal hemoptysis, 
confirmed by autopsy. A third patient (C. S.) had ex- 
tensive bilateral pulmonary disease. After reversal of a 
progressive toxic course, he had a fresh bronchopneu- 
monic infiltration and died. Although autopsy did not 
reveal tuberculous changes in the area noted on a roent- 
genogram to be the site of the new infiltration, we feel 
this represented a fresh tuberculous bronchogenic 
spread. Thus, three patients in our series have died of 
their tuberculous disease. 

Of the remaining four patients who died, one (E. B.) 
has already been described. Postmortem examination in 
this case, including careful neuropathological examina- 
tion, failed to reveal a cause of death. A fifth patient 
(R. S.) was a 70-year-old man who died suddenly of 
acute myocardial infarction. A sixth (W. W.) suffered 
from severe pulmonary insufficiency secondary to fibrosis 
and emphysema before therapy. His marked dyspnea at 
rest was not improved during therapy, and he died of 
pulmonary insufficiency. The results of autopsy were 
consistent with the clinical state. A seventh patient 
(S. W.) died with unexplained subacute shock. Autopsy 
showed, in addition to his extensive pulmonary tubercu- 
losis, a bronchogenic carcinoma with death due to per- 
foration of this neoplasm into the mediastinum. 


COMBINED THERAPY 
Nine patients have received streptomycin (1 gm. per 
day) and isoniazid (four cases, 8 mg. per kilogram) or 
iproniazid (five cases, 4 per kilogram) for three months. 
Elimination of toxicity, cough and expectoration, and 
defervescence was prompt and uniform. Sputum conver- 


9. Buck, M., and Schnitzer, R. J.: The Development of Drug Resis- 
tance of M. Tuberculosis to Isonicotinic Acid Hydrazide, Am. Rev. Tuberc. 
65: 759-760 (June) 1952. Schnitzer, R. J.; Grunberg, E., and Buck, M.: 
to be published. 
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sion has been obtained in one of the streptomycin-ipro- 
niazid cases, with reductions to “occasionally positive,” 
in the remaining four. With streptomycin-isoniazid ther- 
apy, conversion has been obtained in three of the four 
cases. The remaining one is still “occasionally positive.” 
One roentgenogram in each group has shown no signifi- 
cant change. Each of the remaining seven has shown 
x-ray improvement. Four cavities have closed, and two 
are smaller. In one case, clearing of exudate and cavity 
closure were remarkably complete. 


BACTERIAL RESISTANCE TO HYDRAZIDE THERAPY 

Clinical evidence of bacterial resistance has been ob- 
served but has not been impressive to date. Three pa- 
tients became febrile (100 to 101 F) again during ther- 
apy. A bronchopleural fistula developed in one and she 
had mixed-infection empyema, and one had empyema 
with a bronchopleural and pleurocutaneous fistula. In 
this instance there was closure of the chest wall sinus and 
retention of secretions. In one patient the disease spread 
into a lower lobe. X-ray evidence of spread has been de- 
scribed above. Whether this indicates resistance or in- 
adequate control over the disease cannot be stated. Simi- 
larly, occasional partial return of cough and expectoration 
and elevations of sputum bacillary content to earlier 
levels may imply developing resistance. These were un- 
common during less than five months of therapy and are 
of inconclusive significance. 


More important were the observations after discon- 
tinuance of therapy after five to six months of continued 
treatment. Increase in cough, expectoration and anorexia, 
weight loss, and reduction in sense of well-being in some 
of the patients who still had an open cavity and positive 
sputum indicated loss of control over the bacilli. In two 
such instances, both patients having been under therapy 
for seven months, sharp temperature elevations and other 
evidences of deterioration indicated complete loss of con- 
trol. In each of these, reinstitution of treatment brought 
rapid and complete response of the same magnitude and 
with the same rapidity as that experienced with the initial 
institution of therapy. Laboratory resistance is reported 
independently,’ but incomplete data among 27 patients 
(8 controls) treated for from 42 to 277 days reveal 
12.5 wg per milliliter as the lowest growth-inhibiting con- 
centration of isoniazid in one case (105 days of treat- 
ment). Another, after 145 days of therapy, showed 
1.56 yg per milliliter as the lowest growth-inhibiting 
concentration. All others remained within the same 
ranges of sensitivity as the controls. Of interest is the fact 
that both of the above patients have done well clinically 
and have no evidence of deterioration. 


COMMENT 


Clinical studies to date indicate that the hydrazides of 
isonicotinic acid exert an important therapeutic effect in 
human tuberculosis. The data are, however, still insuf- 
ficient for final evaluation of this effect or for determina- 
tion of the exact place of these compounds in a total 
therapeutic program for tuberculosis. Just as seven years 
of accumulated experiences were required to obtain our 
present improved techniques for the utilization of strep- 
tomycin, it may be anticipated that widespread studies 
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will similarly evolve techniques that will avoid the present 
disadvantages and will amplify the advantages of hydra- 
zide therapy. 

The advantages of such therapy are numerous. First, 
the effectiveness of the hydrazides supplements and ex- 
tends the therapeutic measures now available. Not only 
is there probably direct effect on the tuberculous process, 
either tuberculostatic or tuberculocidal, but amelioration 
of systemic toxicity, especially with iproniazid, is often 
rapid and marked, beyond that usually seen with pres- 
ently available antimicrobial.agents. Also, the hydrazide 
drugs have significant therapeutic effect over a wide 
range of tuberculous lesions; such beneficial effect has 
been noted, in our limited experience, in tuberculosis of 
the lung, larynx, bronchi, tongue, gastrointestinal tract, 
skin, bones and joints, lymph nodes, bladder, pleura, and 
mucous membranes, as well as in tuberculous sinus tracts 
and wound infections. In pulmonary tuberculosis, bene- 
ficial effect has been seen in both apparently stabilized 
“good chronic” cases as well as in active, progressive, 
exudative, caseous pneumonic disease. 

Other advantages include minimal toxicity in adequate 
therapeutic dosage levels and exceptional patient ac- 
ceptance. Oral administration with excellent gastrointes- 
tinal tolerance is of considerable importance and will be 
of unique value in many areas in which parenteral anti- 
biotic therapy is unavailable. Prolonged therapy is well 
tolerated. Furthermore, these chemicals require rela- 
tively uncomplicated manufacturing processes and prom- 
ise to be inexpensive, an advantage in so widespread a 
disease and one in which prolonged therapy may be 
required. Finally, since the antituberculous effect seems 
to be a property of a group of compounds, rather than of 
one specific derivative, we might anticipate the prepara- 
tion of even more effective and less toxic derivatives. 

Specific indications for iproniazid and isoniazid therapy 
are difficult to determine at this time. Whether therapy 
with these agents should be preferred for all patients with 
tuberculosis cannot now be stated. Certainly, active 
tuberculosis refractory to other standard forms of therapy 
should be treated. Also, our experiences indicate that 
hydrazide therapy may be expected to yield superior re- 
sults in cases with active, toxic disease, including those 
with severe systemic manifestations. Further indications 
for and limitations of hydrazide therapy will be de- 
lineated as experiences multiply. 

Dosage levels have been selected on the basis of pre- 
liminary toxicity studies,* which were, in turn, based on 
experimental knowledge of the wide variations of toler- 
ance in different animal species.'® With iproniazid ther- 
apy, our studies indicate that 4 mg. per kilogram per day 
is a satisfactory average dosage level and that higher doses 
are unwarranted. Higher doses, on the other hand, appear 
possible with isoniazid. In our experience, dosage levels 
of 4 to 8 mg. per kilogram per day have been generally 
satisfactory. Daily doses of 10 to 15 mg. per kilogram 
have been used without reported toxicity by other 
workers." Our own experiences have not yet established 
whether 4 to 8 mg. per kilogram or a somewhat higher 
ran’ e will be optimal for utilization of isoniazid. It is our 
or 1ion, however, that except for special circumstances 


TUBERCULOSIS—SELIKOFF ET AL. 979 


with patients under close observation for short periods of 
time, 20 mg. per kilogram will prove too high a daily 
dose. Dosage levels may be modified in specific instances. 
Older patients generally tolerate high doses less well, 
children apparently better. Patients with unstable person- 
ality, a convulsive tendency or other central nervous 
system disease, or anemia should be carefully observed 
on low dosage. With advanced kidney or liver disease, 
dosage should be low and blood level studies done at 
east at the onset of therapy, to provide a margin of safety. 
Biood level studies, except for investigational purposes, 
are not otherwise necessary in routine clinical therapeutic 
use. Generalized amyloidosis is no contraindication to 
hydrazide therapy unless gross renal insufficiency is 
present. 

Schedules of administration wherein the total daily 
dose is divided into three or four doses have been utilized 
by us in this investigation in order to maintain thera- 
peutic blood concentrations of the drug throughout the 
24 hour period. Our blood level studies and those of 
others '* have indicated that such divided dose schedules 
were advisable in this regard. Theoretical considerations 
also support such therapeutic use of a freely diffusible, 
small molecular drug.'* Our data indicate that such 
divided dose schedules exert a more rapid and profound 
acute therapeutic effect and are therefore probably supe- 
rior for at least short-term therapy. However, further 
experiences will be required to determine whether or not 
this will also be true of long-term therapy. In this regard, 
data concerning clinical therapeutic effectiveness as well 
as possible development of permanent clinical resistance 
will be of value. 


It is obvious from the data outlined in the section above | 
concerning drug toxicity that clinical side-effects may be 
significant even at therapeutic levels, although they 
rarely require discontinuance of therapy. Physicians 
utilizing the hydrazides in tuberculosis therapy should 
therefore thoroughly familiarize themselves with possible 
toxic side-effects, especially those affecting the nervous 
system. Laboratory control is much less urgent. Although 
extensive and repeated routine laboratory studies were 
done as part of this investigation, little of significant na- 
ture was found. Studies included determination of b!ood 
sugar, nonprotein nitrogen, albumin-globulin ratio, ceph- 
alin flocculation, thymol turbidity, sulfobromophthalein 
(bromsulfalein®) excretion, icterus index, alkaline phos- 
phatase level, and cholesterol and cholesterol esters, as 
well as repeated urine examinations, the van den Bergh 
test, and erythrocyte and leukocyte studies. Infrequently, 
rises in alkaline phosphatase, cephalin flocculation, 
plasma globulin, and sulfobromophthalein retention was 
seen, of minor degree and of dubious clinical significance. 
As noted, significant decrease in hemoglobin concentra- 
tion does occur with iproniazid, and hemoglobin deter- 
minations are advisable at intervals of two to four weeks. 
Other biochemical or hemocytological laboratory exami- 
nations should be done when clinically indicated. 


10b. Lewis, R. A., and Zieper, I.: Tolerance of Macacus Rhesus for 
Preliminary Report, Dis. Chest 21: 378-384 (April) 

10c. Lewis, R. A.: Tolerance of Man for Isonicotinylhydrazines, Anti- 
biotics & Chemother. 2: 285-289 (June) 1952. 
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CONCLUSIONS 

In the search for a point of reference for the evaluation 
of a chemotherapeutic agent in so unpredictable a disease 
as tuberculosis, use has been made of the commonly 
associated combination of streptomycin with p-amino- 
salicylic acid. The continuing controversy regarding the 
precise efficacy of streptomycin with or without p-amino- 
salicylic acid and what the proper dosage regimen 
may be makes this combination a poor standard for refer- 
ence. Since, however, comparisons are unavoidable, the 
following facts are recorded: During the past six years 
streptomycin alone and in combination has been em- 
ployed at Sea View Hospital in several thousands of cases 
in all of the doses and with all of the dosage regimens that 
have been recommended. The character of the disease 
treated has been similar to that employed in the current 
study. With streptomycin, we have not observed the 
effect on the toxic manifestations of acute caseous pneu- 
monic tuberculosis that has been noted with the use of 
iproniazid and isoniazid, particularly the former. Ter- 
minally ill patients have promptly recovered the clinical 
appearance of well-being, albeit often with positive 
sputums and open cavities. Their ultimate fate is uncer- 
tain. It has been frequently observed that the sicker the 
patient the more profound his recovery. 

Sinuses, wound infections, ulcerations, otolaryngologi- 
cal lesions, and orthopedic involvements have responded 
well to the use of these agents, particularly iproniazid. 
Streptomycin resistance appears to make little difference, 
except that previous failures to other forms of treatment 
allow deeper entrenchment and pathological structural 
changes, which are more difficult of rectification. Defer- 
vescence, often as in crisis, has been a newly observed 
phenomenon in the therapy of extensive, acute, caseous 
pneumonic tuberculosis. Maintenance of control over the 
disease manifestations for six to eight months, loss of 
control on discontinuance of therapy, and immediate re- 
establishment on reinstitution of therapy has also been a 
previously unobserved experience. Another marked ad- 
vantage of the hydrazides over streptomycin is apparent 
in its excellent distribution in all body fluids on oral 
administration.” 

No long-term comparisons are possible. Short-term 
effects indicate the superiority of iproniazid over strepto- 
mycin alone or in combination. On the other hand, short- 
term comparisons may not be made between isoniazid 
and streptomycin alone or in combination, since opti- 
mum dosage of the former has not clearly been estab- 
lished. In doses of 4 and 8 mg. per kilogram in three daily 
divided doses, isoniazid is at least the equal of strepto- 
mycin or streptomycin used in combination with p-amino- 
salicylic acid. For the acute case, we prefer 1 gm. of 
streptomycin per day combined with p-aminosalicylic 
acid to 1 mg. per kilogram of isoniazid alone. 


SUMMARY 
The hydrazides of isonicotinic acid, iproniazid and 
isoniazid, have been demonstrated to exert an important 
therapeutic effect in human tuberculosis. Optimum daily 
dosage of iproniazid is 4 mg. per kilogram of body 
weight. Isoniazid has been successfully utilized at 4 to 8 
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mg. per kilogram, but incomplete experience has not 
eliminated the possibility of higher and more effective 
dosage levels. 

Satisfactory 24 hour blood concentrations may be 
maintained with both drugs administered in three or four 
divided daily doses. This administration schedule pro- 
vides superior acute and short-term therapeutic effect. 
Whether it will be advisable or necessary for long-term 
therapy is undetermined. 

Significant toxic side-effects, especially of the nervous 
system, occur infrequently at recommended dosage 
levels, but are more frequent and may be hazardous at 
higher levels. Such higher levels should not be employed, 
unless under close supervision, in selected cases for short 
periods of time. Laboratory evidence of toxicity has been 
infrequent or absent. Side-effects are commoner in elderly 
persons, in patients with unstable personalities, convul- 
sive tendencies or a history of psychosis, and in the 
presence of anemia. Iproniazid therapy results in a 
greater incidence of and more severe toxic side-effects 
than isoniazid therapy. Prostigmine bromide is effective 
in alleviation of several of these side-effects. Adrenergic 
drugs and surgical anesthesia may aggravate iproniazid 
side-effects. 

Therapy of pulmonary tuberculosis with iproniazid 
and isoniazid usually results in rapid control of systemic 
toxic manifestations, including elevation of temperature, 
anorexia, weight loss, and asthenia. Iproniazid is much 
more effective in this regard than isoniazid, which may 
even fail to completely control such toxic manifestations. 
Cough and expectoration are similarly affected and in 
many cases are eliminated. Therapeutic effect is observed 
in a wide variety of pulmonary and extrapulmonary 
lesions, including those of the larynx, tongue, gastro- 
intestinal tract, bone, bladder, lymph nodes, pleura, skin, 
and tuberculous sinus tracts and wounds. In the far- 
advanced cases in which treatment was continued for two 
to eight months, bacteria are no longer found in the 
sputum of approximately 25%, and significant favorable 
roentgenographic changes have been observed in ap- 
proximately 60%. Bacterial resistance is under study. 
Clinical evidence of such resistance has so far been 
infrequent. 

The exact place of hydrazide therapy in the total pro- 
gram of tuberculosis therapy cannot yet be determined. 
Further experiences are necessary with regard to dosage 
and schedules of administration, as well as possible 
combinations with other drugs. In a small group, com- 
bined therapy with streptomycin indicates an augmented 
effect. 

Since the aim of therapy is the arrest of tuberculosis, 
it is probably a futile exercise to labor drug comparisons. 
Results in our small group of nine patients treated with 
combinations of streptomycin and the hydrazide deriva- 
tives give promise of enhanced superiority over each 
ndependently. We also know that combinations of hydra- 
zide and p-aminosalicylic acid are well tolerated. It 
seems safe to assume that an assault on the tubercle 
bacillus from all quarters is desirable. 


707 Broadway, Paterson, N. J. (Dr. Selikoff). 
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CAUTION NECESSARY IN THE TREATMENT OF RENAL TUBERCULOSIS 
WITH ISONIAZID 


John K. Lattimer, M.D., New York 


Early in 1952 the newspapers reported a new “won- 
der drug” for tuberculosis. The name of this drug is iso- 
niazid (isonicotinic acid hydrazide). It is at least 600 
times more powerful than p-aminosalicylic acid and ap- 
pears more powerful than streptomycin in killing tuber- 
cle bacilli, at least in the test tube. Whether it will be as 
effective in vivo remains to be seen. Isoniazid does have 
a place in the treatment of renal tuberculosis. Like strep- 
tomycin, it brings about a gradual improvement in the 
cystoscopic appearance of the lesions of tuberculous cys- 
titis and makes the urine culture sterile for tubercle ba- 
cilli in most patients. It is an excellent drug for the treat- 
ment of streptomycin-resistant patients. It is not toxic 
for the nephrons. One patient, who is living on only 
two renal pyramids, has shown a fall of the blood 
urea nitrogen level from 100 mg. per 100 cc. down to 
25 mg. during isoniazid therapy. When used alone, how- 
ever, isoniazid appears to have the same limitations as 
streptomycin, plus a danger of its own. The presence of 
large amounts of necrotic tissue renders it ineffectual in 
sterilizing the urine from massive kidney lesions. Resist- 
ance to the drug may be developed by the tubercle ba- 
cilli in from two to eight weeks. In fact, spontaneous re- 
sistance to 5 wg per milliliter of isoniazid was present in 4 
of the first 12 patients even before the drug was given. 
The possible reversibility of this resistance is now being 
studied. Furthermore, a precaution must be taken with 
isoniazid that was not necessary with streptomycin and 
p-aminosalicylic acid. In uremic patients this drug will 
accumulate in the blood when kidney excretion is im- 
paired. At high blood concentrations isoniazid may 
become a convulsant. Hyperreflexia, muscle twitching, 
spasm of the sphincters, and serious convulsions may 
occur. Liver damage may also be caused. Progressive 
elevation of cephalin flocculation and bromsulphalein 
tests, done weekly, has necessitated the interruption of 
treatment in 2 of the first 20 patients, after six months 
of treatment. Prothrombin times also rose, precluding 
any surgery. This occurred even in patients whose blood 
levels were not elevated (2 ug per milliliter). Very high 
blood levels may accumulate, moreover, without any 
premonitory increase in symptoms. Testing knee jerks is 
not sufficient; hyperreflexia is not a true index to the 
blood level and cannot be depended on as a warning sign 
of impending toxicity. This drug should not be given to 
epileptic patients. Isoniazid may be very effective, never- 
theless, in the treatment of uremic patients with advanced 
kidney tuberculosis, but the precaution of doing blood 
levels on these patients is absolutely necessary. 

The optimum treatment regimen for isoniazid is, as 
yet, undetermined. The dosage can best be prescribed by 
determining the sensitivity of the patient’s tubercle bacilli 
to the drug before treatment is begun. Doses of 3 mg. per 
kilogram of body weight a day, divided in two doses, give 
blood levels of from 1 to 2 mg. per milliliter. This is ade- 
quate for most patients and is nontoxic; however, if pre- 


treatment resistance to 5 mg. or more is found, the dosage 
must be increased sharply to attain higher peak blood 
levels. The optimum duration of treatment with isoniazid 
is undetermined. In view of the fact that resistance to 
the drug can develop within two to eight weeks if it is 
used alone, it may prove desirable to give this drug inter- 
mittently and probably in combination with p-amino- 
salicylic acid and streptomycin. All three drugs appear to 
have different modes of action. Since the streptomycin— 
p-aminosalicylic acid program appears to be effective for 
periods of at least one year, it would seem reasonable 
that a combination of all three drugs might be kept up in 
the same manner for the same length of time. In this way 
the effectiveness of the thoroughly proved streptomycin— 
p-aminosalicylic acid treatment may be enhanced and 
the development of drug resistance deferred. The pos- 
sible hazards of this regimen are now being explored. 

One tentative dosage plan now being investigated is as 
follows: Streptomycin, 1 gm. is given in one injection 
every third day, plus isoniazid, 150 mg. every 12 hours. 
In certain severe cases the streptomycin is given at the 
rate of 1 gm. every 24 hours. Patients who can tolerate 
it are given p-aminosalicylic acid, 3 gm. four times daily, 
in addition to isoniazid and streptomycin; however, pa- 
tients who are at all unstable emotionally do not tolerate 
the loose bowel movements and intestinal gas that are 
often caused by p-aminosalicylic acid. 


STREPTOMYCIN-p-AMINOSALICYLIC ACID THERAPY 


The Research Group of the Veterans Administration, 
Army, and Navy, have treated 458 patients with genito- 
urinary tuberculosis with streptomycin and p-amino- 
salicylic acid.’ This study is now 5 years old. Sympto- 
matic improvement has been impressive, as bladder 
lesions healed. Many of these patients who had been 
economic cripples have now returned to work. Roentgen 
studies have indicated that the progress of destructive 
tuberculous cavitations came to a halt in both small 
lesions and in massive lesions, when judged by serial 
pyelograms. Intravenous pyelograms were done every 
four months during treatment, so that if ureteral stric- 
tures did develop, they could be successfully dilated 
during chemotherapy. 


Read before the Section on Urology at the 101st Annual Session of 
the American Medical Association, Chicago, June 12, 1952. 

From the Squier Urological Clinic, Columbia University College of 
Physicians and Surgeons, and the Research Unit for Genitourinary 
Tuberculosis, Veterans Administration Hospital, Bronx, New York 68. 

Sponsored by the Veterans Administration and published with the 
approval of the chief medical director. The statements and conclusions 
published by the author are the result of his own study and do not 
necessarily reflect the opinions or policy of the Veterans Administration. 

Dr. John Barnwell, Dr. Arthur Walker, and their associates of the 
Office of the Chief of Tuberculosis, Veterans Administration, Washington, 
D. C., sponsored and supported this study by the Veterans Administration 
Tuberculosis Research Group. 

1. Lehmann, J.: Bacteriostatic Effect of p-Aminosalicylic Acid and 
Related Derivatives on Tubercle Bacilli: Experimental and Clinical Studies, 
Nord. med. 33: 140, 1947. Lattimer, J. K.; Amberson, J. B., and Braham, 
S.: Streptomycin Treatment of Genitourinary Tuberculosis, Am. Rev. 
Tuberc. 61: 518, 1950. United States Veterans Administration: Trans- 
actions of the 11th Conference on the Chemotherapy of Tuberculosis, 
St. Louis, Mo., Veterans Administration Area Office, 1952. 
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Treatment was judged successful only if the tubercle 
bacilli disappeared from the urine by culture. Good 
bacteriological results were most difficult to obtain in 
patients who had active lesions in both the kidneys and 
the genitalia, were less difficult to obtain in those with 
kidney lesions only, and least difficult in those with 
prostatic lesions alone. 

Combined therapy (streptomycin, 1 gm. every third 
day, plus p-aminosalicylic acid, 12 gm. daily) appeared 
to be definitely superior to streptomycin alone. It did not 
appear necessary to give streptomycin daily; toxicity was 
less and patient tolerance much greater when strepto- 
mycin was given intermittently, every third day. Duration 
of treatment has been lengthened to a period of at least 
one year, in view of the fact that the combined inter- 
mittent treatment defers the development of drug resist- 
ance greatly. If pyuria was present at the end of one year, 
the treatment was continued for two or even three years. 

The larger the renal lesion, the worse the prognosis. 
Kidneys with massive renal lesions could not be per- 
manently converted with streptomycin and p-amino- 
salicylic acid. Several of these patients converted for 
periods of from one to two years, but none of their 
lesions remained negative for five years. Medium-sized 
lesions, where only one calyx was involved, showed 40% 
conversions after five years. Many of these patients are 
now back at their normal occupations. One of these men 
had normal urine cultures for four years before he re- 
lapsed and they converted to positive again. His cavitary 
lesion was then removed by partial nephrectomy. Small 
renal lesions responded well to treatment with strepto- 
mycin and p-aminosalicylic acid; 80% of one series of 
small lesions became negative and have remained nega- 
tive for five years. A small renal lesion was arbitrarily 
defined as “one which was giving off tubercle bacilli and 
pus cells into the ureteral urine but which was too small 
to cause distortion of the pyelogram.” It was concluded 
that in a patient with a “lesion large enough to be defi- 
nitely visible in a pyelogram” it was very difficult to 
convert the urine to negative. Unfortunately, patients 
with small renal lesions are almost never seen by the 
practicing urologist. Urinary symptoms may not develop 
in these patients for several years.* These symptoms 
may be discovered by the surgeon who removes a tuber- 
culous kidney and then watches the other “good” kidney 
for the first sign of breakdown in the form of pus cells or 
tubercle bacilli in the ureteral urine. They may also be 
found by the internists and orthopedists who specialize 
in pulmonary and bone tuberculosis and who watch their 
patients for pus cells, albumin, or tubercle bacilli in the 
urine as part of the routine check-up. A periodic urine 
analysis should certainly be done on every patient who 
has tuberculosis in any part of the body. 

In one group of 278 patients, only 2 have died of 
uremia. There were 13 other deaths in this group, which 
were due to pulmonary tuberculosis, but without uremia. 
Considering the fact that many of the patients treated 


2. Mediar, E. M.; Spain, D. M., and Holliday, R. W.: Post-Mortem 
Compared with Clinical Diagnosis of Genito-Urinary Tuberculosis in 
Adult Males, J. Urol. 61: 1078, 1949. Beskow, A., and Llunggren. E.: 
A Survey of Tuberculosis of the Kidney in Relation to Tuberculosis in 
General, Acta tuberc. scandinay., supp. 31, 1952. 

3. Nesbitt, R. M.; Keitzer, W. A., and Lynn, J. M.: Prognosis of Renal 
Tuberculosis, Treated by Nephrectomy, and Outlook of Patient Who Is 
Considered Unsuitable for Operative Treatment, J. Urol. 54: 227, 1945. 
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had massive tuberculous involvement of their solitary 
kidney, this survival rate is impressive and is probably 
better than would have been expected had no chemo- 
therapy been given.* 

Most cases of genital tuberculosis in this series ap- 
peared to result from contamination of the prostate by 
the infected urine from tuberculous kidneys. In patients 
where the urine was positive for tubercle bacilli because 
of a prostatic focus, the immediate results were excellent 
(90% conversions). In some cases, however, a large 
tuberculous nodule on the prostate eventually broke 
down again and began to discharge tubercle bacillj, 
These nodules did not decrease in size after streptomycin 
therapy. In rare cases that persisted, causing the urine to 
be positive despite chemotherapy, total prostatovesicu- 
lectomy was advised, under cover of p-aminosalicylic 
acid and streptomycin. All tuberculous nodules in the 
epididymis were removed as soon after diagnosis as the 
patient’s general condition would permit. All operations 
on the genitourinary tract were “covered” by strepto- 
mycin and p-aminosalicylic acid for three weeks or until 
pyuria ceased. 

Every effort was made to prevent the development of 
resistance to streptomycin or p-aminosalicylic acid, 
Streptomycin was never given alone but was always given 
with an adjuvant drug such as p-aminosalicylic acid, 
terramycin, thiazoisulfone (promizole®), or amithiozone 
(“tibione”). This helped to delay the development of re- 
sistance. Nevertheless, streptomycin did appear to exert 
some beneficial effect even after the patient’s organisms 
were reported by the laboratory to be completely refrac- 
tory to streptomycin. It is to be hoped that new drugs 
such as isoniazid can be added to the ‘combination of 
streptomycin and p-aminosalicylic acid, to reduce the 
incidence of drug resistance to all three of these medi- 
cations. 

Since large fibrous and necrotic lesions appeared to 
respond to neither streptomycin, p-aminosalicylic acid, 
or isoniazid, it was still felt by this group that the best 
treatment for unilateral fibrocaseous renal tuberculosis 
was nephrectomy. In certain cases, where the disease was 
limited to one portion of the kidney, that portion was 
successfully excised by partial nephrectomy under the 
cover of chemotherapy. Since all such operations carry 
with them a certain danger of dissemination of the organ- 
isms through the blood stream, these operations were 
covered with a higher dosage of streptomycin, namely, 
0.5 gm. every 6 hours for a period of one week, and 
p-aminosalicylic acid given by clysis or infusion at the 
rate of 20 gm. every 12 hours for two or three days 
immediately after operation. After that time the dosage 
was reduced to the standard regimen and was kept up 
until pyuria disappeared. 

SUMMARY 

Isoniazid is effective in improving the bladder lesions 
of renal tuberculosis. It causes the urine culture to be- 
come normal in some patients. It is not nephrotoxic. 
Optimum dosage and duration of treatment are as ye! 
undetermined. 

When used alone, isoniazid is subject to the same 
limitations as streptomycin. Drug resistance may develop 
after two to eight weeks, and the urine from large necrotic 
kidney lesions cannot always be sterilized. 
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An important precaution is necessary in patients with 
nitrogen retention, who show isoniazid accumulation in 
the blood. Blood levels should be determined in order 
to prevent serious convulsions. Hyperreflexia is not a true 
index to the blood level and cannot be depended on as a 
sign of impending toxicity. When blood levels can be de- 
termined, this drug can be an important addition to the 
treatment even of uremic patients with massive kidney 
lesions. Liver damage must be watched for in all patients 
after six months of isoniazid therapy. 

The mode of action of isoniazid appears to be different 
from either p-aminosalicylic acid or streptomycin, and it 
is reasonable to assume that it will eventually find its 
place in combination with streptomycin and p-amino- 
salicylic acid. A regimen of isoniazid, 150 mg. twice 
daily, by mouth and streptomycin, 1 gm. twice weekly, 
is now being employed and will be evaluated. 

Streptomycin and p-aminosalicylic acid, in combi- 
nation, have been used in 458 cases of genitourinary 
tuberculosis during the past five years by the Veterans 
Administration, Army, and Navy Group and are effec- 
tive in slowing the progress of the disease, even when the 
urine cannot be sterilized Survival rates among these 
patients are impressive. 
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Inoperable, bilateral renal tuberculosis was treated at’ 
this center, therefore, with from one to three years of 
intermittent combined therapy (p-aminosalicylic acid, 
12 gm. daily, plus streptomycin, 1 gm. two times per 
week). 

Unilateral, destructive renal tuberculosis, visible by 
X-ray examination, where the contralateral innocent 
kidney showed no pus cells and no tubercle bacilli in the 
ureteral urine, was treated by nephrectomy. In occa- 
sional cases partial nephrectomy proved practical when 
combined with chemotherapy. Chemotherapeutic “cover- 
age” was continued after all operations until pyuria 
ceased. 

Drug resistance was the most important limiting ele- 
ment in the effectiveness of treatment with streptomycin, 
p-aminosalicylic acid, and isoniazid. The use of these three 
potent drugs in combination may greatly increase their 
effectiveness and further defer the development of drug 
resistance. 

Five years of bacteriological, symptomatic, and roent- 
genologic follow-up appear to justify the conclusion that 
modern chemotherapy can at least modify the lethal 
course of renal tuberculosis. 


180 Ft. Washington Ave. 


THIOPENTAL SODIUM AND ETHER ANESTHESIA 


John A. Paulson, M.D., Rochester, Minn. 


Though anesthesia with thiopental (pentothal*) so- 
dium has gained widespread acceptance by patient, 
surgeon, and anesthesiologist, it is well known that this 
agent possesses certain characteristics that are disadvan- 
tageous and, at times, dangerous to the patient. These 
characteristics are as follows: 


1. It causes respiratory depression during deeper 
levels of anesthesia with accompanying danger of respir- 
atory acidosis. 

2. It lacks analgesic properties. 

3. It possesses parasympathomimetic properties and 
has a tendency to cause laryngeal spasm under certain 
conditions. 

4. It has a tendency to cause postoperative depression 
when it is used in large doses for prolonged anesthesia. 

From earlier experiences with the use of small amounts 
of ether to supplement thiopental sodium for anesthesia, 
it seemed likely that most of these disadvantages could 
be eliminated or at least minimized. This study was 
designed to evaluate these impressions. 


TECHNIQUE 


The technique of this method of anesthesia is simple 
but rather exacting if all of its advantages are to be real- 
ized. Most anesthesiologists, when first using this com- 
bination, use too much ether. This obviously defeats the 
purpose of the method. It must be remembered that the 
ether is supplementary to the thiopental sodium, and not 
vice versa. With this type of anesthesia a 1.25% solution 
of thiopental sodium has been used more frequently than 
the 2.5% solution. This is done in order to use more 
of the material with which to keep the needle free of clots. 


Anesthesia is induced with thiopental sodium or ni- 
trous oxide and oxygen, or both. After induction has 
begun, ether is introduced into a closed or semiclosed 
system in the usual manner. Having accurately deter- 
mined the level of ether in the vaporizer before adminis- 
tration of ether is begun, the operator observes this level 
closely during induction and when % oz. (7.25 cc.) of 
ether has been administered. The adjustment on the ether 
vaporizer is turned to its lowest point and left in this 
position indefinitely. From this point the anesthesia can 
be conducted in the same manner that any other anes- 
thesia with thiopental sodium is. Almost no attention to 
the administration of ether is necessary except that the 
anesthetist must make certain from time to time that the 
vaporizer is not allowing too much ether to enter the 
system. The amount of ether given during the induction 
(4 oz.) has been found by trial and error to be the 
amount necessary to produce the desired stabilizing 
effect. At the Mayo Clinic this initial amount is used for 
any adult patient unless the patient is notably larger or 
smaller than average. 

During the course of anesthesia, nitrous oxide may be 
given. This is used in the arbitrary concentration of two 
parts of nitrous oxide and one part of oxygen. Use of 
nitrous oxide is not necessary; however, because of the 
rapid elimination of nitrous oxide from the body, re- 
covery of the patient from anesthesia is somewhat 
hastened if it is used. 


From the Section of Anesthesiology and Intravenous Therapy, Mayo 
Clinic. 

Read before the Section on Anesthesiology at the 10ist Annual 
Session of the American Medical Association, Chicago, June 11, 1952. 
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METHOD OF STUDY 

A series of 190 patients who received thiopental 
sodium, nitrous oxide, and ether to produce anesthesia 
for surgical remova! of varicose veins by multiple in- 
cisions and stripping were studied. After operation the 
patients were observed, and on the second postoperative 
day they were questioned with respect to nausea, vomit- 
ing, and previous anesthesia. At that time they were 
encouraged to talk freely, and pertinent information was 
obtained with a minimum of direct questions. 

For comparison, the records of two other groups of 
patients who underwent the same type of surgical treat- 
ment were studied. In one of these groups (35 cases) 
anesthesia had been with thiopental sodium and oxygen, 
while in the other (111 cases) anesthesia had been with 


Krogh 


valves 


displacement 
flow 
meter 


The metering system used in the studies of respiratory minute volume. 


thiopental sodium, nitrous oxide, and oxygen. For neither 
of these two latter groups had ether been used as a 
supplement. 

In order to determine the effects on respiration of small 
supplementary doses of ether during anesthesia with thio- 
pental sodium, my associates and I studied the minute 
volume in eight cases. The apparatus used consisted of a 
volume displacement gas meter, which was used to 
measure the exhaled gases. Each 250 cc. of exhaled gas 
passing through the meter activated an electrical relay, 


1, Kiersey, D. K.; Bickford, R. G., and Faulconer, A., Jr.: Electro- 
Encephalographic Patterns Produced by Thiopental Sodium During Sur- 
gical Operations: Description and Classification, Brit. J. Anaesth. 23: 
141-152 (July) 1951. 

2. Courtin, R. F.; Bickford, R. G., and Faulconer, A., Jr.: The 
Classification and Significance of Electro-Encephalographic Patterns Pro- 
duced by Nitrous Oxide-Ether Anesthesia During Surgical Operations, 
Proc. Staff Meet., Mayo Clin. 25: 197-206 (April 12) 1950. 
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which caused this to be automatically recorded by a 
continuous ink-writing apparatus. The metering system 
is diagrammed in the accompanying figure. 

Kiersey and associates * have shown that the amount 
of respiratory depression accompanying anesthesia pro- 
duced by thiopental sodium is related to the depth of 
anesthesia, and it seemed desirable to have an accurate 
approximation of the level of anesthesia during our 
studies of respiratory minute volume. For this purpose a 
single-channel, ink-writing oscillograph with needle type 
of electroencephalographic electrodes with shielded leads 
was employed. Frontal and occipital leads were used. A 
ground lead was attached over the mastoid process. Con- 
tinuous electroencephalographic tracings were made 
simultaneously with the determinations of minute volume 
in eight cases. 

RESULTS 

Dose of Thiopental Sodium.—As can be seen from 
table 1, the total dose of thiopental sodium required was 
highest when thiopental sodium and oxygen alone were 
used. The addition of nitrous oxide caused a noteworthy 
reduction in the dose of thiopental sodium, and the addi- 
tion of ether to the thiopental sodium and nitrous oxide 
caused a still greater decrease in the amount of thiopental 
sodium required. 


TABLE 1.—Reduction of Dosage of Thiopental Sodium by 
Use of Supplementary Agents 


Thiopental Sodium 


(Mg. per Minute 
ot Anesthesia) 
. 
Anesthetic Patients Mean Range 
Thiopental sodium and oxygen alone..... 35 21.7 10-38 
Thiopental sodium, nitrous oxide, and 
111 144 6-24 
Thiopental sodiuin, nitrous oxide, ether, 
BNE 190 8.1 3-18 


Amount of Ether Required—The total amounts of 
ether used were found to be surprisingly small, the mean 
requirement being % oz. (7.25 cc.) per hour of anes- 
thesia. The optimal over-all ratio of ether to thiopental 
sodium was found to be approximately %4 oz. of ether to 
each 400 to 500 mg. of thiopental sodium. Obviously 
this ratio is not fixed, but it acts as a guide as anesthesia 
progresses. In the calculation of the mean hourly require- 
ment of ether and the ratio of ether to thiopental sodium, 
the initial 4 oz. of ether given during induction has been 
included. 

Anesthesia.—The electroencephalographic records re- 
sulting from anesthesia with thiopental sodium and ether 
proved to be indistinguishable from those records pro- 
duced during light thiopental sodium anesthesia.’ 
Courtin and co-workers,2, who have described seven 
levels of ether anesthesia indicated by electroencephalo- 
graphic tracings, were unable to see any trace of the 
effects of ether in the electroencephalographic tracings 
made during thiopental sodium and ether anesthesia 
when the technique described was employed. 

It is well known that laryngeal spasm is most likely to 
occur in the course of light thiopental sodium anesthesia 
when intense stimulation of the patient occurs. It has 
been considered safe to use thiopental sodium anesthesia 
in this light level during surgical procedures because of 
the stabilizing or protecting effect of the ether, the use of 
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which results in a marked diminution in laryngeal re- 
flexes. No laryngeal spasms have been encountered in 
the course of thiopental sodium and ether anesthesia used 
for several hundred operations. Review of records of 111 
patients who received thiopental sodium and nitrous 
oxide without ether disclosed that two had laryngeal 


TABLE 2.—/mmediate Postoperative Condition 


Awake Reacting Asleep 


Anesthetic Patients No. % No. % No. % 


Thiopental sodium and oxy- 
gen AlONe.......seeeeeeeee 35 0 0 3 86 39 914 


Thiopental sodium, nitrous 
oxide, and oxygen........ 111 22 19.8 24 «21.6 65 58.6 


Thiopental sodium, nitrous 
oxide, ether, and oxygen 19 8 453 91 479 18 6.8 


spasms while under anesthesia. Kiersey and associates ' 
reported one laryngeal spasm in 65 instances of thio- 
pental sodium and oxygen anesthesia. Evidence of 
attenuation of laryngeal reflexes by thiopental sodium 
and ether anesthesia is obvious when one observes the 
ease with which intubation can be performed on patients 
receiving this combination. The vocal cords have been 
found to be well relaxed when the endotracheal tube is 
inserted, and coughing and bucking, so often seen after 
intubation when thiopental sodium is being administered 
alone, are absent or minimal. Though it is readily ad- 
mitted that evaluations of this sort are subject to criticism 
and conclusive evidence may be difficult to produce, my 
colleagues and I have been deeply impressed with our 
experiences and have concluded that a definite and real 
attenuation of laryngeal reflexes results from the use of 
this technique. 

Although my studies were made on patients undergo- 
ing operations for varicose veins, this type of anesthesia 
has been used during all sorts of abdominal, gynecologic, 
thoracic, orthopedic, urologic, and plastic operations 
with equally good results. During surgical procedures 
that require any degree of muscular relaxation, one of 
the commonly used muscular relaxants may be given in 
the usual manner. We have given d-tubocurarine chloride 
and dimethyl-tubocurarine iodide with equally good 
results. 


Recovery from Anesthesia.—It can be seen from table 
2 that patients were quick to recover after surgical pro- 
cedures when anesthesia with thiopental sodium and 


TABLE 3.—Patient’s Awareness of Ether 


Did Not 
Know Ether 
Was Used 

Previous Anesthetics Patients No. % 
51 34 66.7 
190 146 76.8 


ether was employed; 93.2% were awake or responding 
and only 6.8% were asleep when they left the operating 
toom. Of the group who received thiopental sodium and 
nitrous oxide, only 41.4% were awake or responding, 
while 58.6% were still asleep at that time. Of those pa- 
tients who received only thiopental sodium and oxygen, 
none were awake, 8.6% were reacting, and 91.4% were 
still asleep when they left the operating room. 
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These facts are pointed out to emphasize the almost 
complete absence of any depression after anesthesia with 
thiopental sodium and ether and to suggest the ease with 
which the immediate postoperative care can be given to 
these patients, compared with that for patients who are 
depressed, deeply asleep, and frequently without vital 
reflexes when they return from surgery. 

Patient Acceptance.—As said before, on the second 
postoperative day all patients who had been anesthetized 
with the combination of thiopental sodium and ether 
were questioned in regard to anesthesia. Of the 190 pa- 
tients questioned, 127 had been anesthetized previously. 
Among these 127 were 51 who had previously had ether 
anesthesia. Sixty-three patients had not been anesthe- 
tized. Of the entire group (190), 146 patients, or 76.8%, 
were completely unaware that they had been given any 
ether in the course of the current anesthesia. Of the 51 
patients who had previously had ether anesthesia, 34, or 
66.7%, were unaware that any ether had been given 
with the other agents in the course of the current anes- 
thesia. This information is summarized in table 3. 

Nausea and Vomiting.—The occurrence and severity 
of nausea and vomiting, if they do occur after anesthesia, 
are extremely variable and depend on many factors; in- 
asmuch as their occurrence is an important criterion used 


TaBLE 4.—Incidence of Nausea and Vomiting After Thiopental 
Sodium and Ether Anesthesia 


Grade Patients % 
115 60.5 
1 0.5 
190 100.0 


by most patients when accepting or rejecting an anes- 
thetic method, it was considered in this study. 

Burnap and associates,’ reporting on the rectal use of 
thiopental sodium for basal anesthesia prior to adminis- 
tration of nitrous oxide, oxygen, and ether to children, 
found that, when morphine and atropine were used for 
premedication, the incidence of nausea and vomiting was 
60.0%. When morphine was omitted and only atropine 
was used, the incidence of nausea and vomiting was 
38.5% ; when morphine was omitted and atropine was 
used with rectally administered thiopental sodium, prior 
to administration of nitrous oxide, oxygen, and ether, the 
incidence of nausea and vomiting was reduced to 25.8%. 
In our series, premedication consisted of % grain (10 
mg.) of morphine sulfate plus 1/150 grain (0.43 mg.) 
of atropine sulfate given intravenously just prior to in- 
duction of anesthesia. It is likely that the incidence of 
nausea and vomiting has been increased by the addition 
of morphine as a premedicant. Inasmuch as morphine is 
an efficient premedicating agent and is commonly used 
in this institution, appraisal of this method, including 
morphine as a premedicant, was considered desirable. 

Our method of grading nausea and vomiting is as fol- 
lows: Grade 0 means that no nausea or vomiting was 
present; grade 1 that nausea and vomiting of a mild 


3. Burnap, R. W.; Gain, E. A., and Watts, E. H.: Basal Anaesthesia 
in Children Using Sodium Pentothal by Rectum, Anesthesiology 9: 524- 
531 (Sept.) 1948. 
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nature were present but lasted for less than one hour; 
grade 2 that nausea and vomiting were present for one to 
three hours; grade 3 that nausea and vomiting were 
present for three to six hours; and grade 4 that nausea 
and vomiting were present for more than six hours. 

The incidence of nausea and vomiting in the cases in 
which thiopental sodium and ether anesthesia was em- 
ployed is summarized in table 4. Although the over-all 
incidence of nausea and vomiting was found to be 
39.5%, it can be seen that in 45 patients, or 60% of 
those patients having nausea and vomiting, it was grade 
1. In view of the reports of Burnap and associates,* the 
incidence of nausea and vomiting in our series of in- 
stances of thiopental sodium and ether anesthesia has 
probably been increased by the use of morphine as a 
premedicating agent. This factor has not yet been evalu- 
ated. In any event, the nausea and vomiting were the 
cause for little complaint among this group of patients. 
When questioned in regard to their attitude toward this 
type of anesthesia, 165 of the 190 patients, or 86.9% of 
the entire group, volunteered that they would be willing 
to have it again. Twenty-five patients, or 13.2%, did not 
like it. As might be expected, many of the 30 patients 
who had nausea and vomiting of grades 2, 3, or 4 were 
also found in the group of 25 patients who did not like 
thiopental-ether anesthesia. These data are summarized 
in table 5. 

RESPIRATORY MINUTE VOLUME 

In our early experience with thiopental sodium and 
ether anesthesia, my colleagues and I were impressed 
with the apparent increase in the efficiency of respiration 
following the addition of small amounts of ether into the 
system. The respiratory amplitude seemed noticeably 
and consistently greater with no apparent effect on the 
rate of respiration. If these effects on respiration were 
real, the danger of hypoxia and respiratory acidosis, 
which is ever present with deep and prolonged thiopental 
sodium anesthesia, could be minimized and the supple- 
mentary use of ether further justified. Consequently, 
respiratory studies were done, as described, in eight cases 
in which the anesthesia consisted of thiopental sodium, 


TABLE 5.—Patient Acceptance of Thiopental Sodium and 
Ether Anesthesia 


Patient 
Acceptance 
Previous Anesthetic Patients No. % 
51 46 90.2 
190 165 86.9 


ether, and nitrous oxide and the operation consisted of 
the removal of varicose veins by multiple incisions and 
stripping. 

Control studies of respiratory minute volume were 
made on each patient. For these the patient was fully con- 
scious, was in the supine position, and had not received 
any medication. The carbon dioxide absorption tech- 
nique was used in connection with a circle system during 


4. Goodman, L. S., and Gilman, A.: The Pharmacological Basis of 
Therapeutics: A Textbook of Pharmacology, Toxicology and Therapeutics 
for Physicians and Medical Students, New York, The Macmillan Com- 
pany, 1941, p. 59. 
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the control study as well as during the anesthesia. The 
mean respiratory minute volume for periods varying be- 
tween five and eight minutes was calculated for each pa- 
tient. The minute volume during the control period was 
calculated by the method already described. 

The results of the minute volume studies are tabulated 
in table 6. There was a slight decrease in the mean minute 
volume during anesthesia in two cases, an increase jn 


TABLE 6.—Minute Volume Respiratory Study During 
Thiopental Sodium and Ether Anesthesia 


Mean Values for Minute 
Volume in Liters 


During Control During 
Period Anesthesia 

1.9 3.9 

7.7 4.5 

6.0 6.7 

2.2 4.5 

6.3 5.7 

3.8 3.8 

2.8 4.8 

8.4 6.1 
Mean 4.26 5.00 


five, and no change in one. The mean value during the 
control period was 4.26 liters per minute, as compared 
with 5.0 liters per minute in the same group of patients 
while they were under thiopental sodium and ether anes- 
thesia. This shows a mean increase in minute volume of 
0.74 liter per minute, or slightly more than 17%. It is 
interesting to speculate as to whether this increase in 
minute volume might have been greater if morphine had 
not been used. At present this information is not avail- 
able. It is, however, clear that respiratory depression did 
not occur when thiopental sodium was used in this man- 
ner. This lack of respiratory depression is probably a 
consequence of the small doses of thiopental sodium 
needed, plus the fact that ether, though added in trivial 
amounts, may have a mild stimulating effect on respi- 
ration.* 
SUMMARY AND CONCLUSIONS 

A group of 190 patients receiving thiopental sodium, 
nitrous oxide, oxygen, and ether for anesthesia was 
studied. Observations made with regard to anesthesia on 
this group were compared with observations on a second 
group of 35 patients who were anesthetized with thio- 
pental sodium and oxygen and with those on a third 
group of 111 patients who were anesthetized with thio- 
pental sodium, nitrous oxide, and oxygen. 

This study gave proof that most of the disadvantages 
of thiopental sodium anesthesia can be obviated or mini- 
mized by the use of small amounts of ether as a supple- 
ment. The following observations were made: 

1. The total dose of thiopental sodium required was 
markedly reduced by the supplementary use of small 
amounts of ether. 

2. No laryngeal spasm has been encountered during 
several hundred anesthetizations with the technique 
described. 

3. Endotracheal intubation can be accomplished mote 
easily and safely. 

4. Electroencephalographic studies during thiopental 
sodium and ether anesthesia, as used in this study, re- 
vealed electroencephalographic patterns that were indis- 
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tinguishable from those ordinarily produced during very 
light thiopental sodium anesthesia. No trace of ether 
effects could be detected in the tracing. 

5. Studies of respiratory minute volume revealed a 
greater mean minute volume while the patient was under 
anesthesia with thiopental sodium and ether than before 
anesthesia, when the patient was conscious and had not 
received any medication. 
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6. About 93% of the patients were awake or reacting 
at the time they left the operating room. There was no 
postanesthetic depression. 

7. Nausea and vomiting were minimal with this type 
of anesthesia, and patient acceptance was very good. The 
frequent objections on the part of the patient to the use 
of ether for surgical anesthesia were largely eliminated by 
the method of anesthesia described. 


MISDIAGNOSIS AND MISMANAGEMENT OF EARLY INTER- 
VERTEBRAL DISK LESIONS 


‘L. Stanley Sell, M.D., Idaho Falls, Idaho 


In practicing medicine in an area where a large portion 
of the active male population is engaged in either farming 
or ranching, one is startlingly impressed by the high per- 
centage Of lumbar disk lesions in those patients who 
present themselves with a low back complaint. In my 
opinion, this is definitely not a chance correlation but is 
rather the result of certain occupational hazards. The 
main theme of this paper is that these disk lesions are all 
too frequently misdiagnosed and subsequently misman- 
aged by general practitioners and others unfamiliar with 
certain fundamentals of orthopedic practice. 

More than 45 years have passed since Goldthwait and 
Osgood! published their work on subluxations and 
strains of the sacroiliac joint, and the impact of their 
teachings on medical opinion is amply attested to by the 
fact that many physicians still attribute low back com- 
plaints to ailments having their origin in or around the 
sacroiliac articulation. As long ago as 1924, Smith-Peter- 
sen’? and Key®* published papers carefully analyzing 
the differences between sacroiliac and lumbosacral 
lesions, and the vast parade of clinical evidence that has 
since followed has seemingly not infiltrated enough to 
convince many practitioners that the diagnosis of a 
sacroiliac lesion should be made but rarely. From the 
total of 252 patients whose histories form the basis of 
the conclusions reached in this present report, 185 sought 
early medical care. A distribution breakdown of their 
choices showed that 84 patients (45.4% ) early sought 
medical care from physicians, 60 (32.4% ) from chiro- 
practors or osteopaths, and 41 (22.2%) from both phy- 
sicians and chiropractors or osteopaths. (The compara- 
live incidence, by age groups, of intervertebral disk 
esions among this series of 252 patients is shown in 
figure 1.) Thus, many physicians had a chance of treat- 
ing 67.6% of patients with their early complaints. The 
diagnoses offered these patients, in their order of fre- 
quency, is as follows: sacroiliac conditions (slipping, 
subluxation, sprain), arthritis, neuritis, myositis, infec- 
tion (teeth, tonsils, prostate), and endocrine dysfunc- 
tions (thyroid uterine, ovarian). 

These misdiagnoses are logically followed by misman- 
agement (table 1), so that the application of sacroiliac 
belts or the administration of antiarthritic or antineuritic 
medicaments did not bring about the expected relief. 
On the few occasions that bed rest, heat, and massage 
Were rightly prescribed for the wrong reason, some of 


the patients obtained temporary relief, but the physicians 
failed to reevaluate their patient’s condition in the light 
of this favorable response. It should be noted with shame 
that the several instances of total teeth removal, tonsil- 
lectomy, and uterine suspension were without any relief 
to the involved patients and gave rise to understandable 
doubt and lack of faith as to the efficiency of the medical 
care they had received. 

Patient’s histories amply attest to the fact that osteo- 
paths and chiropractors do give relief in the early periods 
of disk lesions by their manipulations. This relief is 
probably a result of forcibly releasing muscle spasm as 
well as a reducing or shifting of the herniating disk. The 
relief so obtained may last from a few minutes to many 
weeks, probably depending on the severity of the lesion 


TaBLE 1.—Types of Treatment (Mismanagement) Given Early 
Disk Patients by Physicians, with Poor Results and 
Eventual Surgical Intervention 


Sacroiliae belts Heat lamp 

Back strappings Diathermy 

Massage Built-up shoes 

Local procaine hydro- Deep x-ray therapy 
chloride injections Prostatic massage 

Intravenously administered Antibioties 
procaine hydrochloride ‘ 

Sacroiliae fusion 


Salicylates Removal of tonsils, teeth, 
Intramuscular gold uterus, and ovaries 
Cortisone 

Thiamine hydrochloride 


and the occupation of the patient. Most patients volun- 
teer the information that at first they were helped by 
these manipulations but that later on, as their ailment 
progressed, they were not only not helped but were 
frequently made worse or even incapacitated by such 
treatment. Any criticism of these manipulative treat- 
ments, even granting they afford temporary relief, must 
be twofold: 1. This theory of treatment does not recog- 
nize the underlying pathological condition of the pa- 
tient’s lesion and thus affords no opportunity for natural 
healing. 2. The treatments definitely aggravate the condi- 


Read before the Section on Orthopedic Surgery at the 101st Annual 
Session of the American Medical Association, Chicago, June 11, 1952. 

1. Goldthwait, J. E., and Osgood, R. B.: Consideration of the Pelvic 
Articulations from an Anatomical, Pathological and Clinical Standpoint, 
Boston M. & S. J. 152: 593-601, 1905. 

2. Smith-Petersen, M. N.: Routine Examination of Low Back Cases 
with Particular Reference to Differential Points Between Lumbo-Sacral and 
Sacro-lliac Regions, J. Bone & Joint Surg. @: 819-826 (Oct.) 1924. 

3. Key, J. A.: Low Back Pain as Seen in an Orthopedic Clinic, Am. 
J. M. Sc. 68: 526-534 (Oct.) 1924. 
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tion once it is fully established and frequently rupture a 
disk that has previously only been herniating or bulging. 

The majority of patients concerned in this paper had 
had the inception of their trouble many months or even 
years before they were seen by me or by any other 
orthopedist, so that their cases afford good “natural his- 
tories” of this particular affliction. By comparing their 
stories and findings with those of the minority group who 
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Fig. 1.—Comparative incidence, by age groups, of intervertebral disk 
lesions in 252 patients. 


were diagnosed early and had adequate treatment, one 
can arrive at certain conclusions and opinions as to what 
exactly constitutes good diagnosis and treatment for the 
early disk lesion. 
DIAGNOSIS 

In order to make a good diagnosis in the case of a 
suspected disk lesion, the physician must of course obtain 
all the information and facts possible. 


Patient’s History.—First to be done would be the 
taking of a brief but searching history of the patient: his 
occupation, duration of back complaints, frequency of 
attacks, methods of treatment (home or otherwise), 
nature of pain (localized or radiating), and aggravation 
of pain by what factors (sitting in a movie or church, 
riding in a car or on a tractor, traveling over rough 
roads, bending over to lift, coughing or sneezing, occupa- 
tional fatigue, forced hyperextension). 


Fig. 2.—Bed rest in flexion attitude for patient with acute intervertebral 
disk lesion. 


Physical Examination.—Next would come a complete 
physical examination of the musculoskeletal system, 
best afforded by having the patient completely undressed 
and covered only by a loose fitting gown open in the 
back. The following factors should be carefully noted 
and recorded (recording in code is simple and is easily 
done as the examination is made): (a) posture, leg 
lengths, level of pelvis, exaggeration or obliteration of 
normal curves, list, spinal motions (flexion, extension, 
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lateral flexion, rotation); (b) palpation (both standing 
and prone), muscle spasm, and tender spots; (c) manip- 
ulations, such as straight leg raising, heel to knee, La- 
segue’s maneuver, Gaenslen’s maneuver, compression of 
iliac crests; and (d) neurological determinations, such 
as reflexes (knee jerk, ankle jerk, plantar response) and 
changes in the dermatomes (hypesthesia, anesthesia, 
hyperesthesia ). 

Suspicious Signs.—The average patient with a disk 
lesion will show some or all of the following suspicious 
signs: 1. With regard to posture, there is a loss or even 
reversal of the lumbar curve on standing. Spinal motions 
are limited, with forward bending performed up toward 
the dorsal area and the lower lumbar area being splinted. 
Hyperextension ig usually limited and painful and will 
often bring about the characteristic radiating pain down 
one or both legs. 2. In palpation there is a localized ten- 
derness just off the spinous process of the involved ver- 
tebra that is best elicited by firm pressure with the thumb. 
3. In the manipulations Lasegue’s maneuver is usually 
positive, being evident to a greater degree in the leg that 
carries the painful radiation. 4. In the neurological de- 
terminations a depression or absence of the ankle jerk 
is most common, but the knee jerk should be tested as 
it will occasionally be diminished in disk lesions above 
the lumbosacral level. Hypesthesia can commonly be 
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Fig. 3.—Postural exercises for patients being treated for disk lesions 


demonstrated by pricking with pin or stroking with cot- 
ton over the lateral aspect of the calf or dorsum of the 
foot. 

Roentgenographic Examination.—Having finished the 
above tests and examinations, the physician has enough 
information to at least tentatively entertain the diagnosis 
of an intervertebral disk lesion. He next may desire 
further radiological or orthopedic consultation. Many 
of the roentgenograms that accompany the patient are 
unsatisfactory, due in part to physical limitations of the 
machine by which they were made and in part to poor 
positioning and a limitation in the number of views af- 
forded. Clear, detailed x-ray studies of the lumbosacral 
spine and its related articulations are difficult of execu- 
tion and interpretation; and if the examining physician 
has not had considerable experience in this area, it is 
suggested that expert aid from the radiologist or ortho- 
pedist will in the long run more than compensate for the 
additional cost to the patient. I feel that if the diagnos's 
is made early enough, the roentgenogram will and should 
be essentially normal; and if adequate treatment is inst 
tuted at this point, no further x-ray changes should be 
expected. If symptoms have been present for a longer 
time, however, then some or all of the following x-1) 
alterations may be seen: narrowing of the intervertebral 
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space, subluxation of the adjacent facets, posterior mar- 
ginal lipping on either side of the involved disk, and 
posterior displacement of the vertebral body just above 


involved disk. 
the in TREATMENT 


Mental Preparation of Patient.—Since 70% of the 
patients with disk lesions will be men, and usually men 
who make their living by doing hard manual labor 
(table 2), the physician 
who tries to initiate ade- 
quate early treatment can 
expect considerable pa- 
tient res.stance. Loss of 
time from work, plus the 
thoughts of staying in 
bed, gives the average 
man plenty of reason to 
be unreceptive or even 
hostile to the physician’s 
suggestions. I am of the 
opinion that the case for 
conservative care may be 
won or lost at this point, 
because compromise will 
seldom allow the condi- 


Fig. 4.—Bold lines indicate place- tions required to affect 
ment of plaster of paris flexion jacket healing of the injured 
for patient recovering from severe 
disk lesions. area. A few moments 
spent with the patient and 
using simple anatomic diagrams or, better still, a portion 
of askeleton to demonstrate the location and nature of his 
trouble will clarify what is otherwise to him a mysterious 
and dangerous (by rumor) condition and will logically 
prepare him for the therapeutic suggestions. A gentle re- 
minder that adequate care accepted at this point may 
eliminate a painful operation at a later date is not only 
true but is also helpful in convincing the patient that he 
should take good care of his back. 


TaBLe 2.—Occupation of Patients Studied with Intervertebral 
Disk Lesions 


Occupational Status 
Mechanies, truckers, carpenters, plumbers, bricklayers, ete... 
Others 


& 


Physical Methods of Care.—I| employ the principles of 
flexion in conservative management as they have been 
taught and vigorously championed by Williams.* The 
following methods are proposed as treatment to be given 
by physicians and should aid in better management of 
their early disk patients. 

Bed Rest in Flexion (fig. 2) and Traction: Bed rest 
in flexion is best done in the hospital, where adequate 
supervision of the patient’s wants can be given. Patients 
will rarely behave and stay in bed at home as they will 
in the hospital. Hospitalization is the most important 
element of the treatment in the early or acute disk case, 
and there is no adequate substitute for it. Traction, through 
tither a pelvic girdle or a skin traction to the legs may be 
added for those patients who lave marked paraspinal 
muscle spasm. 
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Medication and Heat: An antispasmodic, such as 
mephenesin (tolserol®) or intravenously administered 
procaine hydrochloride, and a narcotic are helpful in 
relieving the patient and are used from two to five days, 
till patient can turn comfortably in bed and tolerate the 
therapeutic exercises. Heat diathermy will usually pro- 
duce more pain due to the increased blood flow and 
attendant swelling of the soft tissues and is therefore 
rarely used. Infrared heat when followed by massage 
may be used and is often comforting to the patient while 
spasm is present. 

Postural Exercises (fig. 3): These exercises can be 
started while the patient is still in the hospital by having 
him do, first, exercises 1 and 2 10 times every hour while 
awake, later adding exercise 3 after traction has been re- 
moved. The exercises are continued into the convalescent 
period and are made a part of the patient’s daily routine 
for as long as necessary to keep him symptom free. 

Cast and Brace: A flexion jacket or cast (fig. 4) is 
recommended when the patient’s symptoms have been 
severe. This is applied to aid the first ambulation and to 
prevent recurrence of injury during the convalescent 
period. It can be split down the front to allow removal 
for exercises, and its use should rarely be necessary for 
longer than two weeks. The usual reinforced corset or 


Fig. 5.—Side view of patient wearing lumbosacral flexion brace. 


low back brace is helpful by reducing spinal motion in 
the involved area and is used only in the convalescent 
period following a spinal fusion. The mechanical sup- 
port designed by Williams (fig. 5) is more physiologi- 
cally beneficial, since it allows assumption of correct 


4. Williams, P. C.: Lesions of Lumbosacral Spine: Acute Traumatic 
Destruction of Lumbrosacral Intervertebral Disc, J. Bone & Joint Surg. 
19: 343-363 (April) 1937; Diagnosis and Conservative Management of 
Lesions of the Lumbo-Sacral Spine: Instructional Courses, read at the 
American Academy of Orthopedic Surgeons, Jan. 25, 1947. 
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postural attitudes and has corrective properties that the 
patient cannot resist. I use this support in treatment, and 
it is recommended both for those patients who cannot 
obtain or maintain relief through their own muscle power 
and for those patients who refuse surgical intervention 
when this latter measure seems indicated. 


Rehabilitation—No regimen for complete rehabilita- 
tion and care of the disk patient is complete unless the 
physician sits down with the patient and talks over with 
him the procedure he must follow during each complete 
24 hour period in order to instruct him in the most 
favorable positions for walking, bending, sitting, driving, 
and sleeping. Occupation and its requirements must 
come under close scrutiny, for frequently the patient (a 
man especially) will overload his back in the position of 
forceful hyperextension, thus recreating the very force 
against which all the treatment has been aimed. Unless 
the patient realizes that his trouble is mechanical in 
origin and he is willing to treat it mechanically, both by 
active exercise and by passive avoidance of harmful 
maneuvers or positions, he will simply have many recur- 
rences of the injury and will eventually require major 
surgery for his condition. In this present series of 252 
patients, 63 (or 25% ) eventually had to be operated on. 
I interpret this percentage as being too high and there- 
fore as a condemnation not only of physicians’ diagnostic 
skill but also of their therapeutic ability in getting patients 
to recognize and accept adequate treatment for a serious 
back ailment. 


COMMENT 


Orthopedists may be truthful when they accuse the 
general practitioner of misdiagnosing and mismanaging 
early disk lesions; but are they not also guilty, at least in 
part, for is it not the duty of orthopedists to instruct and 
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aid their fellow physicians? It is their further responsi- 
bility to inform lay audiences, whenever the opportunity 
is afforded, of how disk injuries occur, and especially 
those groups (such as farmers or ranchers in rural areas) 
who show a high incidence of low back injuries. One 
should not be surprised at the welcome receptiveness 
given to health suggestions, for most laymen are anxious 
to hear from physicians about topics that will promote 
their general good. Failure to respond to invitations by 
such groups constitutes an often missed opportunity to 
develop good patient-physician relationship, which is a 
topic not without emphasis today. Orthopedists’ chances 
for instructing their fellow physicians are many. A brief 
résumé at a staff or county medical meeting is most 
effective by reason of reaching larger numbers at one 
time. Individual! instruction to the referring physician on 
his patients, either by detailed letter or by a practical 
demonstration in the hospital, serves admirably to pro- 
mote more effective diagnosis and care and should 
therefore not be overlooked by the orthopedist who is 
shouldering his full responsibility. Fewer and fewer pa- 
tients will seek out care at the hands of cultists if they 
realize that their family physician is interested and com- 
petent to handle their back complaints. I have often 
heard patients state that they thought they were sup- 
posed to go to the chiropractor or osteopath for back 
complaints, and there need be no doubt that those gentle- 
men do not discourage this attitude among their patrons. 
It is the duty of all physicians who pretend to diagnose or 
treat back conditions to be aware of and well informed 
on this serious back lesion, thereby insuring that treat- 
ment will be kept in the hands of physicians and their 
patients will not be exposed to the vagaries of osteopathy 
or chiropractic. 
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CONVULSIONS AS MANIFESTATION OF MULTIPLE SCLEROSIS 


Guy H. Williams Jr., M.D., William A. Nosik, M.D. 


John A. Hunter Jr., M.D., Cleveland 


With the ever-increasing knowledge of the convulsive 
disorders, the idiopathic epileptic group becomes pro- 


* gressively smaller. Trauma, infection, expanding lesions, 


degenerative processes, and toxic agents involving the 
cerebrum or subcortical structures of the brain have been 
shown to be responsible for convulsive attacks. General 
biochemical and physiological changes have also been 
shown to produce seizures. Although the cause of mul- 
tiple sclerosis remains obscure and possibly falls into one 
of the previously enumerated categories, disseminated 
sclerosis has rarely been regarded as responsible for either 
Jacksonian or generalized convulsions. 

A search of the medical literature reveals few reported 
cases in which convulsive disorders are recorded as being 


From the Cleveland Clinic (former Associate Neurosurgeon, Dr. Nosik) 
and the Frank E. Bunts Educational Institute. 

Read before the Section on Nervous and Mental Diseases at the 10Ist 
Annual Session of the American Medical Association, Chicago, June 12, 


1952. 


symptomatic of multiple sclerosis. In 1881, Ross,' in his 
textbook on the diseases of the nervous system, referred 
to epileptiform seizures in a small number of patients 
with disseminated sclerosis. His reference was apparently 
concerned with the Jacksonian type of seizure rather than 
with the grand mal type. 

Risien Russell,? in 1910, stated that “in a small per- 
centage of cases apoplectiform or epileptiform [attacks] 
are met with.” Gowers made no reference to epileptiform 
attacks in multiple sclerosis. Healy,* in 1908, Frankl 
Hochwart,t and Oppenheim,’ in 1923, mention the 
occurrence of epileptic phenomena in multiple sclerosis 
Marburg,® in 1921, Wilson and MacBride,’ in 1925, and 
Guillain and Mollaret,* in 1936, reported short series of 
cases in which most of the patients experienced Jack- 
sonian seizures as a symptom of multiple sclerosis. 
Generatized convulsions were present, sometimes as 
sequel to Jacksonian attacks. 
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Curschmann,® Chartier, Wilson and MacBride,’ Guil- 
jain and Mollaret,* and others have reported patients 
in whom the first sign or symptom of multiple sclerosis 
was a convulsive discharge. In some patients, the seizures 
preceded the well-established clinical picture of multiple 
sclerosis by 10 to 15 years. This situation is similar to the 
occurrence of transitory ocular signs that occasionally 
precede well-established multiple sclerosis. During the 
past four to five years, we have had the opportunity to 
examine 300 to 400 patients with multiple sclerosis. In 
this series we found four patients in whom convulsions 
were a Symptom or complication of the disease. 


REPORT OF CASES 


Case 1.—A 38-year-old white, single man was first seen after 
a series of generalized convulsions. About 10 years previously 
he had had a spell of blindness that subsided spontaneously in 
afew days. During the period of his military service, there were 
several additional episodes of this type. The last one, which 
occurred four years previously, was accompanied by ataxia, 
which persisted. 

Three weeks prior to the examination the patient had re- 
peated convulsions that lasted for two hours. The family de- 
scribed the right side of the face as having been “drawn up,” 
although the tonic and clonic phases involved all extremities. 
Two weeks later he experienced another series of convulsions 
of four hours’ duration. 

The past and family histories were not significant. General 
physical examination showed large ruptured bullae on the left 
heel, left sole, and base of the large toe. The cause of these 
lesions was unknown. The deep reflexes were symmetrically 
hyperactive in all extremities. The Babinski sign was elicited 
bilaterally. The abdominal reflexes were absent. Ataxia was best 
demonstrated in both upper extremities. The patient’s speech 
was monosyllabic. He had nystagmus, which was most notice- 
able on left lateral gaze. 

The electroencephalogram was interpreted as abnormal, with 
evidence of localization in the left frontotemporal region. The 
pneumoencephalogram showed no evidence of a space-filling 
lesion. There was slight enlargement of the ventricular system 
and prominent air markings in the region of the island of Reil 
bilaterally. Cerebrospinal fluid analysis showed normal results. 
All other laboratory tests were normal. 


Case 2.—A 37-year-old white, married man gave a history 
of sudden loss of vision in his right eye approximately three 
months prior to his first visit. This condition improved spon- 
taneously, but blurring of vision remained. Shortly after the onset 
of the symptoms, he began to experience a sense of “swelling” 
and twitching of the left hand. Subsequently, he experienced 
spells of “hot flashes,” which began in the left foot and migrated 
up the entire left side to the shoulder. These attacks occurred 
several times a day and on two occasions were followed by 
generalized convulsions. The patient, in retrospect, recalled that 
he had experienced weakness in both legs as well as urinary 
frequency. 

There was nothing unusual in the family history. The general 
physical examination revealed prominent horizontal nystagmus 
with a rotatory component. The optic disks showed bitemporal 
pallor. There was slight hyper-reflexia of the deep reflexes on 
the left side. The abdominal reflexes were absent on the right 
‘ide and equivocal on the left side. Slight weakness of the left 
hand was demonstrated by dynamometer readings of 26 kg. on 
the left and 34 kg. on the right. The Babinski sign was elicited 
on the left. The electroencephalogram was interpreted as nor- 
mal as was examination of the spinal fluid. All other laboratory 
studies were normal. The pneumoencephalogram showed changes 
‘onsistent with slight, generalized cortical atrophy. 

Case 3.—A 37-year-old white, married woman was first seen 
with the complaint of instability of her right knee. Her past his- 
lory indicated that in the three months after the death of her 
father, two years previously, her eyes “went fuzzy” and “would 
limp.” Soon after this, she arose one morning to find that her 
Tight side was numb. This numbness disappeared spontaneously 
a few hours. 


MULTIPLE SCLEROSIS—WILLIAMS ET AL. 991 


Several examinations revealed no evidence of organic disease, 
with the exception of absent abdominal reflexes. The patient 
returned for reexamination approximately 13 months later, at 
which time she complained of difficulty in walking and talking. 
This exacerbation of signs and symptoms occurred three weeks 
prior to examination and was initiated by a sensation of numb- 
ness in the right side of the body, beginning in the face. Writing 
was poorly performed. A spontaneous clonus of the right foot 
was noted when she sat. Further questioning revealed that dur- 
ing the previous 10 days there had been four or five attacks of 
spasm in the right hand. The patient also experienced a “pull- 
ing” sensation in the right side of the face, twitching of the right 
corner of the mouth and eye, and a sensation of pressure and 
tension in the right forearm. 

Examination demonstrated hyperactivity of the deep reflexes 
bilaterally, chiefly in the lower extremities, with the reflexes 
of the right side greater than those of the left. The abdominal 
reflexes were absent. The Babinski and Rossolimo signs were 
present on the right side and equivocal on the left. The Rom- 
berg sign was present. There was a poorly sustained rotatory 
nystagmus on right lateral gaze. 

The electroencephalogram was interpreted as abnormal. The 
findings were suggestive of a focus in the left temporoparietal 
region. The pneumoencephalogram showed nothing abnormal. 
Cerebrospinal fluid analysis disclosed a high first zone colloidal 
gold curve. Four days previously this had been reported as nor- 
mal at another hospital. All other laboratory tests were normal. 

Case 4.—A 28-year-old white, single woman complained of 
drowsiness for two months and “dizziness” for one week. The 
dizziness was accompanied by a constant tendency to swerve to 
the right. She complained of numbness and incoordination in 
the right leg and arm and had experienced numbness of the 
entire left side of the body. The neurological examination at this 
time showed no objective evidence of organic disease of the 
nervcus system; however, the possibility of early multiple sclero- 
sis in remission was considered. 

About five years later the patient was admitted to the hos- 
pital, complaining of incoordination of the legs. The interval 
history revealed that she had been losing approximately one 
month a year from her teaching position because of the above- 
described symptoms. There was a history of intermittent blur- 
ring of vision and occasional diplopia. The neurological exami- 
nation at this time showed minimal temporal pallor of the right 
disk. Horizontal nystagmus was prominent. The patient also 
had bilateral patellar hyper-reflexia and a Babinski sign bi- 
laterally. Abdominal reflexes were absent. The spinal fluid 
showed 26 lymphocytes and 42 mg. of protein per 100 cc. The 
remainder of the laboratory tests were normal. 

On the seventh hospital day the patient had a generalized 
convulsion, initiated by a focal sensory aura in the left hand. 
The electroencephalogram was interpreted as abnormal, show- 
ing an organic type of record. There was maximum change in 
the right occipital and parietal regions. The pneumoencephalo- 
gram was normal. 


The question of pathogenesis must, for the present, 
remain a matter of conjecture. It might be argued that 
convulsive seizures are coincidental with multiple scler- 


1. Ross, J.: Treatise on the Diseases of the Nervous System, 1881, 
vol. 2, p. 760. 

2. Russell, J. S. R.: System of Medicine, Albutt and Rolleston, ed. 2, 
1910, vol. 7, p. 827. 

3. Healy, W.: Signs and Symptoms of Multiple Sclerosis, Illinois M. J. 
14: 187-197 (Aug.) 1908. 

4. Friinkl-Hochwart, L. V.: Cited by Bramwell, E., in Modern Medi- 
cine, Osler, W., editor, Philadelphia, Lea & Febiger, 1910, vol. 1, p. 156. 

5. Oppenheim, H.: Lehrbuch der Nervenkrankheiten fiir Airzte und 
Studierende, ed. 7, 1923, vol. 1, p. 479. 

6. Marburg, O.: Hirntumoren und multiple Sklerose: Ein Beitrag zur 
Kenntnis der Lokalieserten Form der Multiplen Sklerose im Gehirn, 
Deutsche Ztschr. f. Nervenh. 68:27, 1921. 

7. Wilson, S. A. K., and MacBride, H. J.: Epilepsy as Symptom of 
Disseminated Sclerosis, J. Neuroi. & Psychopath. 6: 91 (Aug.) 1925. 

8. Guillain, G., and Mollaret, P.: Les crises épileptiques jacksoniennes 
ou généralisées au début de la sclérose, en plaques, Bull. Acad. de méd. 
Paris 115: 620 (May 5) 1936. 

9. Curschmann, H.: Rindenepilepsie bei multipler Sklerose, Klin. 
Wehnschr. 1:71, 1922. 
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osis. Certainly such a coincidence is possible; however, 
in reviewing the heretofore published cases and con- 
sidering the reported patients above, we find that the 
majority were in the third to fifth decades of life at the 
onset of the convulsive attacks. The onset of “idiopathic” 
seizures at this age level is remote. Also, familial tenden- 
cies were nonexistent in the reported cases. Electro- 
encephalographic examinations were made in all four of 
the reported patients above; identical examinations were 
also made on four patients who had multiple sclerosis 
without seizures. Three of those who experienced con- 
vulsive discharges had abnormal electroencephalograms, 
and two of those without seizures had abnormal records. 
Slow activity of focal origin was the commonest finding 
in the abnormal records. The electroencephalographic 
patterns in our patients were not those of idiopathic 
convulsive disorders. 

Wilson and MacBride* and others have pointed to 
the relatively small group of patients with disseminated 
sclerosis who have purely cortical signs and symptoms. 
These authors further state: “from the neuropathologic 
standpoint a pure cortical localization of the dissemi- 
nated lesions is not very common, in comparison, that 
is to say, with the frequent ependymal, periventricular, 
mesencephalic, pontocerebellar and spinal sites that they 
occupy.” 

It is logical to assume that the early lesions of multiple 
sclerosis located in the cortex or subcortical area in some 
respects resembles a focal encephalitis and can produce 
a focal seizure or initiate a generalized convulsion just 
as can any other encephalitic process. The work of Pen- 
field, Walker, and others emphasizes the fact that primary 
cortical scars or pathological meningeal processes over- 
lying the cortex may represent epileptogenic foci. It is 
reasonable to suppose that the gliosis in disseminated 
sclerosis might also be a potential epileptogenic focus. 
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Three of our patients had no seizures prior to the onset 
of the other clinical signs of multiple sclerosis. One gaye 
convulsive seizures as his presenting complaint. These 
patients underwent pneumoencephalography to aid jn 
the exclusion of possible concomitant causes. 

A review of the literature revealed occasional refer. 
ences to the suggestion that procedures such as pneumo- 
encephalography may cause an exacerbation in the 
symptoms of multiple sclerosis. Our own experience con- 
firms this observation. We question the wisdom of per- 
forming this procedure unless it is considered absolutely 
essential to the clarification of the differential diagnosis, 
When convulsions appear as a complication of multiple 
sclerosis, anticonvulsant medication should be employed 
in addition to any other therapeutic measures directed 
toward the management of the basic condition. 


SUMMARY AND CONCLUSIONS 


Multiple sclerosis should be considered as a possible 
cause of convulsions in patients with idiopathic epilepsy, 
especially since seizures may antedate other manifesta- 
tions of multiple sclerosis. Four cases are discussed in 
which the onset of convulsive seizures (Jacksonian and 
generalized) antedated or coincided with the clinical 
picture of multiple sclerosis. Abnormal electroencephal- 
ograms were found in three of the four multiple sclerosis 
patients with seizures and in two of the four patients 
without seizures. Focal delta activity was the commonest 
finding. This was interpreted as being more consistent 
with organic brain disease than with idiopathic epilepsy. 
When convulsions occur as a manifestation of multiple 
sclerosis, anticonvulsant medication should be employed. 
Unless absolutely necessary, pneumoencephalography or 
ventriculography should be avoided in patients with mul- 
tiple sclerosis. 


2020 E. 93rd St. (Dr. Williams). 


EFFECTIVENESS OF HOSPITAL TISSUE COMMITTEE IN RAISING 
SURGICAL STANDARDS 


Henry V. Weinert, M.D. 


Robert Brill, M.D., Passaic, N. J. 


Almost every hospital with an active surgical service 
has a tissue committee or a surgical control committee. 
In some institutions, such a committee exists in name 
only; in others, it is convened by the administrator or 
chief of surgery only when a flagrantly mishandled case 
requires review. In this hospital, which has a capacity of 
240 beds, the tissue committee has, on the contrary, been 
an actively functioning group for three years. Since the 
results have been so gratifying, it is possible that other 


From the departments of surgery and pathology, St. Mary’s Hospital. 

Sister Eileen Teresa, R.N., Administrator of St. Mary’s Hospital, gave 
administrative support to this project. 

The members of the tissue ccmmittee are as follows: Henry V. 
Weinert, M.D., Chairman, Chief of Third Surgical Service; John A. 
Skvarla, M.D., Director of Orthopedic Surgery; Frank F. Jani, M.D., 
Chief of Fourth Surgical Service; Leon A. Smith, M.D., Chief of Third 
Obstetrical Service; Robert Brill, M.D., Director of Laboratories; Stephen 
W. Lesko, M.D., Associate, First Surgical Service; Joseph M. Keating, 
M.D., Secretary, Associate, First Surgicai Service. 


general hospital surgical services may benefit from 4 
report of this experience. In an attempt to raise surgical 
standards, it was decided to review and document the 
surgery performed. In this way, detailed reports would 
be available for inspection teams of the American Medi- 
cal Association and the American College of Surgeons. 
The information thus procured could also serve as a fac- 
tual basis on which to recommend surgeons for promo- 
tion as vacancies occur. 


COMMITTEE'S FORMATION 
The tissue committee, appointed by the president of 
the medical staff, consists of seven physicians: five ge” 
eral surgeons varying in temperament and age, an ortho- 
pedic surgeon, and the pathologist. The chairman 
(H. V. W.) is chief of one of the surgical services. The 
president of the hospital staff and the director of surgery. 
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: if they are not members of the committee, are at liberty 
. to sit in on the deliberations. Without published rules 
or suggestions to guide the work of such a group, the 
first meeting was devoted to discussing and crystallizing 

the ideas that would guide the committee’s subsequent 
. course. These were added to or amended as time and 
: experience dictated. Organization and procedure in- 
e volved the following problems: 1. Which surgical cases 
- should be reviewed? 2. How would the reviewing actually 
. be performed? 3. What limitations should the committee 
have? The answers to these and many other questions 


5. were evolved as the committee progressed in its task. 

le It was decided to review all operative cases that fell 
d into the following six categories: (1) operations involv- 
d ing reproductive organs; (2) appendectomies; (3) cases 


in which the pathologist reported no or minimal patho- 
logical changes; (4) cases in which there was marked 
disparity between preoperative and postoperative diag- 


le noses; (5) emergency surgery, including not only the 
ys operations performed at night and over weekends but 
a- also all surgical cases admitted other than during the 
in regular hours, 2:00 p. m. to 5:00 p. m.; (6) cases in 
nd which tissue was not removed, as in lysis of adhesions, 
cal uterine suspensions, and cases in which the incision was 
al- closed without consumation of definitive surgery. 

sis The record room staff supplies the records of cases in 
nis categories 1 and 2 at the end of each month. The oper- 
est ating room supervisor furnishes the list for groups 4, 5, 
ent and 6. In the absence of an adequately qualified operating 
wh room supervisor, categories 4, 5, and 6 can be supplied 
ple by the medical records committee in its routine review 
ed. of the month’s cases. The pathologist, from the inception 
y Of of the plan, has kept a continuing list of all specimens 
nul showing minimal or no pathological changes (group 3), 


and he submits his selections each month. Some cases 
would fall into several of these categories; for example, 
acase thought to be acute appendicitis prior to operation 
would be listed under categories 2 and 5 and possibly un- 
der 3 and 4 if no pathological condition was found at 
operation cr shown in the paraffin sections. 

After the tissue committee had decided on the material 
to be reviewed, a report was read to all members of the 
medical staff. This was introduced by a letter from the 
administrator authorizing the committee. The staff mem- 
bers thus were apprised of the fact that their sur- 
gical cases would be reviewed in detail in the future. Fur- 


a thermore, it was pointed out that the tissue committee 


nics had only the information incorporated in each chart on 
t the which to base its decisions. This announcement improved 
vould the quality of the charts as to detail in history and physi- 
edi- cal examination and stimulated the inclusion of pread- 
eons. mission therapy, consultation, and roentgenographic re- 
a fac- ports. The announcement included the information that 
“omo0- Whenever a surgeon questioned any tissue report, the 
pathologist would be willing to restudy the gross speci- 
men, make additional microscopic slides, and furnish a 
subsequent report. This resulted in keener interest in the 
ent of pathologist’s diagnoses. 
e gen 
ortho- COMMITTEE'S OPERATION 
irman The total number of cases requiring review each month 
s, The Was about 100. Since some difficult charts required more 
irgery. than half an hour for adequate consideration, it was ob- 
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viously impossible for the entire committee to initially re- 
view each case. Therefore, it was decided that the chair- 
man would have all charts in the above categories pulled 
by the record room staff one week prior to the monthly 
meeting so that he could assign them impartially among 
the seven members for preliminary review. Since private 
cases of the tissue committee members were also to be 
reviewed, the charts of their own patients were assigned 
to other members. During the week, each man studied 
his assigned charts and prepared summaries incorpo- 
rating the salient facts in each case, to conserve the time 
of the group at the meeting. 

The committee meets once each month. In the begin- 
ning, sessions were lengthy; however, as the committee 
gained in experience and efficiency, the appraisals were 
completed in a shorter period, now averaging four hours. 
Each man presents the charts he has reviewed,which are 
identified by the hospital number only so that no pa- 
tient or surgeon is ever mentioned by name. Cases in 
which surgical intervention was definitely indicated are 
rapidly disposed of; these included such cases as appen- 
dectomy for suppurative appendicitis, hysterectomy for 
leiomyoma, and oophorectomy for endometriosis. Often, 
however, a case required lengthy discussion before it was 
either accepted as “required surgery” or censured. 
Rarely, the committee was divided on a decision, and 
when this occurred the fact was so noted. When criticism 
was made in any case, it was charged against the surgeon 
or the referring physician or both, depending on the facts 
given on the chart. If the type of surgical case or the 
rating of the surgeon necessitated consultation (because 
of the rules of the surgical control committee '), the 
opinion of the consultant was also appraised; thus the 
consultant’s findings were subjected to the same accept- 
ance or censure as the surgeon’s or referring physician's. 


APPENDECTOMY FILE 

The difficulty of properly appraising appendectomies 
was of great concern to the committee, and much time 
was consumed in the attempt to classify justly each ques- 
tionable case. The committee found, after some experi- 
ence, that it could conscientiously concur in the need 
for an appendectomy in many cases, even though the 
pathologist reported minimal or absent pathological 
changes. This was possible because the committee placed 
itself in the position of the surgeon who did not have 
a tissue report prior to surgical intervention. Similarly, 
in certain instances, the committee was able to conclude 
that needless surgery had been performed because, in 
conjunction with the pathologist’s report of a normal ap- 
pendix, there were facts in the chart clearly indicating 
that pyelitis, renal colic, pneumonia, or some other clin- 
ical entity had been present and was responsible for the 
clinical findings and history in the case. Many appendec- 
tomies, however, could not be so easily classified. In 
these cases, the discrepancy between the history and 
physical findings on the one hand and a relatively normal 
blood cell count and a report of normal tissue on the 
other made the appraisal difficult. Either the clinical as- 
pect or the pathological facts would have had to be given 
full credence as a basis for acceptance or censure of the 


1. A copy of the Rules of the Surgical Control Committee will be 
forwarded on request. 
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use of surgery. Therefore, a method was devised by which 
- the committee could make a just decision, neither agree- 
; ing nor disagreeing with the clinical findings or with the 
pathological reports. It was decided that a tabulation of 
appendectomies for each doctor would give an over-all 
picture of the number of appendectomies he performed 


Chronic Peri-appendicitis 


Acute 
Subacute 
Subchronic 
Obliterative 
Fecalith 
Chronic 
Normal 
Ectopic 


NUMBER OF CASES 


Fig. 1.—Pathological diagnoses in 30 appendectomies performed by 
Dr. X (in the case of the ectopic appendix, no appendectomy was done). 


Be and the agreements or discrepancies between his diag- 
. noses and the pathological reports. In this way, a just 
‘ record would be obtained automatically. 

; Therefore, a file was made for each surgeon and refer- 

ring physician. Each appendectomy, except those per- 

formed incidentally in the course of a hysterectomy or 
cholecystectomy, was recorded in the proper physician’s 
file, with the preoperative diagnosis and the pathological 
report. In this way, the committee could easily demon- 
strate frequent and persistent disagreements between 
clinical diagnoses and pathological reports. The overall 
record of each physician’s appendectomies, showing a 
high percentage of error or correctness, was, in the opin- 
ion of the committee, a fairer and more accurate method 
of appraisal than attempts to make specific decisions on 
many individual cases that were difficult to evaluate. Fig- 
ures 1 and 2 show graphically the appendectomy records 
of two physicians, Drs. X and Y. Dr. X’s record is ex- 
cellent; in 16 of 30 patients, the appendix was acutely in- 
flamed; in 8 of the remaining 14, there were moderate 
pathological changes; in only 1 was the appendix normal. 

Dr. Y’s record on 25 appendectomies presents a striking 

contrast to Dr. X’s record; in 13 of his patients the ap- 

pendix was normal, 6 more had only minimal pathologi- 
cal alteration, and in only 4 was the appendix acutely 
inflamed. 

An example of an appendectomy file is shown in the 
table; this is the actual file on Dr. Y, from which the 
graphic presentation in figure 2 was made. In actual prac- 


ba 
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tice, committee decisions and pathological reports un- 
favorable to the surgeon are listed in red ink and favorable 
ones in black ink. It will be noted that often no unfavor- 
able criticism was made, even though there was absent 
or minimal pathological alteration. 

Separately included in each physician’s file is a list of 
all cases, including appendectomies, that were criticized 
by the committee because of unnecessary or excessive 
surgery. This file also included notations of infractions of 
the surgical control committee rules and suggestions for 
definitely indicated diagnostic procedures that might 
have helped establish the correct preoperative diagnosis 
and obviated unnecessary or improper surgery. The fol- 
lowing critical comments are representative of the type 
incorporated in this second list: 

This doctor as a consultant advises Caesarian Section on 
a female patient, age 26, for pelvic deformity. His personal 
measurements of the pelvis are not recorded. X-Ray findings are 
mentioned, but there is no X-Ray record or documentation on 
chart. In view of the absence of facts recorded and verified, 
surgery not indicated. 


Female; age 31. Normal ovarian tissue removed. Commit. 
tee opinion: Surgery was not required. Diagnosis could not be 
made from history as recorded. Physical examination records 
no pelvic examination. No cysts at operation. 
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Fig. 2.—Pathological diagnoses in 25 appendectomies performed )) 


Male; age 6. Unnecessary appendectomy in a case thal, 
according to the chart, is a subsiding gastro-enteritis. 

Female; age 33. Unnecessary surgery; abdomen entered for 
right Tubo-ovarian disease and retroverted uterus. A maze of 
medical and psychosomatic symptoms were given in the his- 
tory, which were supposedly caused by the uterus and ovary. 
Tubo-ovarian disease was not found. Uterus was suspended. 
The committee felt that this surgery was unnecessary since !! 
could not correct the symptoms of which the patient com 
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plained; and since no record appeared in the chart of medical 
or psychiatric consultation to evaluate these symptoms. 

Questionable need for surgery. Nine months previously re- 
section of colon was done for Carcinoma. Patient operated on 
for cholecystitis and adhesions. Liver Metastasis found at opera- 
tion. Proper liver study and medical consultation could have 
avoided surgery. 

Female; age 11. Acute appendicitis diagnosed. Appendix with 
minimal pathology removed. Findings recorded in the chart 
definitely indicated pyelitis. 

Female; age 23. Ovarian cyst diagnosed. Not found at opera- 
tion. Uterus suspended, although history states pessary did not 
help. Committee opinion: Surgery not required. Orthopedic and 
medical consultation should have been sought. 

Unnecessary abdominal surgery. Normal appendix removed. 
History and count do not substantiate diagnosis. Patient gives 
distinct upper G.I. tract history for which X-Ray study should 
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studies of emergency surgery, gynecologic surgery, and 
appendectomies are shown in figure 3. These show the 
percentage of cases in each category that were criticized 
by the committee each month. In the “emergency” group, 
there was a gratifying decrease in the percentage of cases 
criticized as not being actual emergencies. The appen- 
dectomy record, in contrast, was poor, showing an 
increase in the percentage of cases considered to be un- 
necessary. The gynecologic cases increased in number 
during this six month period, and there was a satisfyingly 
diminishing percentage of criticized operations until the 
last month. The rise in May was due to criticism of 
uterine suspensions, which had not been previously un- 
favorably considered. 


Example of a Poor Appendectomy File* 


Hospital Preoperative 

No.t Diagnosis 
Acute appendicitis 

Acute appendicitis 
Chronie appendicitis 
Acute appendicitis 


Classification Postoperative Diagnosis Committee Opinion 


Elective Chronie periappen- Not required { 
dicitis 

Emergency ¢ Normal appendix { Not required ¢ 


Emergency 
Emergency ¢ 


Emergency 
Emergency 


Emergency 


Emergency ¢ 


Normal appendix ¢ 


Chronic obliterative 
appendicitis } 


Normal appendix { 


Focal chronic appen- 
dicitis } 


Acute suppurative 
appendicitis 


Chronie appendicitis 


Elective Chronic appendicitis 

Emergency ¢ Normal appendix ¢ Not required ¢ 

Elective Normal appendix ¢ Not required { 

Emergency Acute suppurative 
appendicitis 

Emergency Normal appendix Not required 


Elective Normal appendix ¢ 
Emergency Normal appendix 
Emergency Normal appendix 
Elective Normal appendix { 
Emergency ¢ Normal appendix 


Emergency Acute suppurative 
appenui.itis 


Focal chronic peri- 
appendicitis 


Acute gangrenous 
appendicitis 


Emergency ¢ Normal appendix ¢ 
Elective Chronie appendicitis } 


Emergency ¢ 


Emergency 


Not required ¢ 
Not required ¢ 


* Totals: 17 emergencies; 4 correct and 13 incorrect preoperative diagnoses; 13 normal appendixes; 9 operations judged “not required.” 


t Hospital numbers are coded. 
} Entered in red ink on original record. 


have been made. These organs were not explored even after the 
abdomen was entered to try to corroborate history with find- 
ings. 

Gross error in diagnosis. As a result of a very poor history 
and physical examination, all pertinent information in the 
record is missing. No attempt to consider the actual diagnosis 
is noted in the physical examination. Diagnosis: Acute Appen- 
dicitis. Pathology: Ruptured Ectopic Pregnancy. 

Doctor who wrote consultation had no authority as a con- 
sultant. Diagnosis: Acute Appendicitis. Normal organ removed. 
Nothing was recorded in history or physical examination indi- 
cating that emergency surgery was necessary. Committee opin- 
ion: Surgery not required. 


RESULTS 
In June, 1950, the tissue committee submitted to the 
entire staff a report on surgery performed during the 
six month period from December, 1949, to May, 1950, 
inclusive. A total of 592 cases (not including tonsillec- 
lomies or accident room surgical cases) were reviewed, 
this being 44.3% of all surgery performed. Graphic 


Uterine suspensions constituted a difficult problem 
with which the tissue committee had to deal. The opera- 
tion was popular with a small group of surgeons. The 
committee felt it was difficult to properly appraise the 
need for this procedure. To arrive at some uniformity of 
practice, the tissue committee sponsored a lecture by Dr. 
Henry C. Falk, a recognized authority in the field of 
gynecology, who reviewed the topic of uterine surgery, 
including suspensions. The formal presentation was fol- 
lowed by a lengthy discussion period that enabled the 
speaker to answer questions from the staff. After this 
lecture, the surgical control committee (which includes 
the director of surgery, chiefs of the four surgical serv- 
ices, the director of urology, and the director of ortho- 
pedic surgery) met and drew up the following new rules 
governing performance of suspensions: (1) demonstra- 
tion of clinical improvement following the use of pessary; 
(2) consultation (surgical, medical, or orthopedic, de- 
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pending on the case) confirming the need for the sus- 
pension. Since the inception of these rules, uterine sus- 
pension has become a rarely used procedure. 

Similar cooperation has resulted in establishment by 
the surgical control committee of rules for hysterecto- 
mies, cesarean sections, operations on herniated inter- 
vertebral discs, and lysis of adhesions. More recently, a 
second lecture by Dr. Alexander H. Rosenthal, another 
well qualified gynecologist, on “Problems of Ovarian 
Surgery,” was sponsored by the tissue committee to help 
improve judgment in ovarian surgery. 

In January, 1952, the tissue committee submitted its 
third report to the staff, this time summarizing surgery 
done over a 16 month period, i. e., from June, 1950, to 
September, 1951. The report was based on a review of 
1,571 charts, 47.1% of the total surgery (not including 
tonsillectomies or accident room surgery) performed 
during this period. The remaining percentage comprised 
minor surgery and procedures in the surgical specialities. 
The “emergency surgery” statistics continued to improve, 
the censured cases one month being only 4%. Unneces- 
sary uterine surgery was rarely encountered during this 
period; the rules of the surgical control committee re- 
quiring a consultation no doubt helped a great deal in 
promoting proper selection of these cases. Removal of 
ovaries Or Ovarian tissue without pathological alteration 
continued during this period, but the tissue committee 
believed the recent lecture by Dr. Rosenthal would 
lead to improvement in the future. The percentage 
of appendectomy cases criticized during this 16 month 
period failed to improve. The committee felt that specific 
action was now needed to attain improvement where 
voluntary correction had not occurred. 

Review of the appendectomy files revealed that a 
small group of surgeons and referring physicians was re- 
sponsible for the greatest percentage of criticized appen- 
dectomies and maintained the failure of improvement 
in this category. All the physicians had had an initial 
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Fig. 3.—Relation between total number of surgical cases and percentage 
censured during first six months of tissue committee’s operation. 


warning in the preliminary six month report. With this 
additional 16 month survey completed, the complete files 
of individual physicians were rechecked. The most fla- 
grant offenders were interviewed individually and their 
errors were pointed out. They were warned that drastic 
action would be taken if they failed to improve. Such 
improvement would be evidenced by a reduction in the 
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number of censurable cases in their records, so that their 
percentage of error would approximate the average of 
physicians of similar classification on the hospital staff. 
After these interviews, in fact even before they were all 
completed, there was furthur diminution in the number 
of censurable surgical cases. Figure 4 shows the percent- 
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Fig. 4.—Relation between total number of surgical cases and percentage 
censured for three month period after two years of committee operation. 


age of criticized emergency, gynecologic, and appendec- 
tomy cases for the period March through May, 1952. 
Comparison with figure 3 shows the continuing effective- 
ness of the committee’s work. 


COMMENT 

The work of this committee has benefited the hospital, 
the medical staff, and the patients. The hospital’s reputa- 
tion is enhanced, because unnecessary surgery has been 
largely eliminated and “ghost surgery” completely eradi- 
cated. These accomplishments have resulted from the tis- 
sue committee’s insistence on strict compliance with the 
rules of the surgical control committee, which require 
(1) consultations as previously outlined, (2) preopera- 
tive visit, questioning, and examination by the operating 
surgeon, and (3) postoperative follow-up by the opera- 
ting surgeon. As a result, the operating room staff, having 
fewer unnecessary emergency cases, is better able to 
handle its routine work during the day. The younger and 
more conscientious members of the medical staff need no 
longer fear that while they are studying a case with care 
and sincerity, a competitor with better “salesmanship” 
and fewer scruples will rush the same patient to surgery. 
In the past, this often has resulted in financial loss and 
damage to professional prestige of the more conscien- 
tious physician. 

The greatest benefit is derived by the group physicians 
are pledged to serve, the patients. Through the commit- 
tee’s findings and reports to the medical staff and by dis- 
ciplinary action as necessary, better surgical methods and 
practice are directly benefiting the public served by this 


institution. 
SUMMARY 


The methods employed by a hospital tissue committee 
to improve surgical practice are described. 


128 Market St. (Dr. Weinert). 
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CORTISONE IN 


Clyde B. Cope, M.D. 


Paul Kassander, M.D., Clarksburg, W. Va. 


Ochronotic arthritis is a rare metabolic condition 
clinically characterized by a diagnostic triad *: (1) blue- 
black cartilages, especially of the ears and nose, brownish 
discoloration of the scleras, and gray-blue pigmentation 
of the skin; (2) urine that turns dark brown or black on 
standing or alkalinization; and (3) arthritis. There have 
been about 50 cases reported in the literature. Virchow,” 
in 1866, described as postmortem findings the first case 
of ochronotic pigmentation and deforming arthritis. In 
1904, Osler * reported the first living patient with pig- 
mented ears and scleras, rheumatic pains, Heberden’s 
nodes, and nonglucose reducing substances in the urine. 
Because of the complexity and rarity of this clinical en- 
tity, none of the summaries in the literature can be con- 
sidered complete or final. The most satisfactory reviews 
have been written by Oppenheimer and Kline * and 
Smith.* 

Hench “ has aptly stated that ochronotic arthritis re- 
sembles rheumatoid arthritis clinically but osteoarthritis 
roentgenographically. Pomeranz and associates ‘ have 
clearly and adequately described the x-ray findings, 
which consist of characteristic calcified vertebral disks 
appearing as elliptical opaque wafers. Other involved 
joints show the typical osteoarthritic changes with a ten- 
dency toward osteoporosis, large spur formation, and 
marked narrowing of the joint spaces. 

Therefore, the arthritis must be considered an integral 
part of this unusual complex, and not as an occasional 
interloper. It is “chronic and progressive with frequent 
acute exacerbations and synovial effusions.” ° Patholog- 
ically the cartilages, ligaments, tendons, intima, and oc- 
casionally even the bones appear grossly black, owing 
to pigment deposits, but ochre microscopically (Vir- 
chow). Frequently the endocardium is also discolored, 
and pigmented concretions of the mitral and aortic 
valves are not unusual. In most instances the urine of 
patients with ochronotic arthritis contains powerful re- 
ducing substances, homogentisic acid or melanin, result- 
ing from an “inborn error” of metabolism.* According to 
Hertzberg,” it is the deposition of these substances in 
the articular cartilage that hastens the joint’s premature 
degeneration. 

Treatment has consisted of parenteral administration 
of liver extract, ascorbic acid, and tocopherol, with in- 
conclusive results. The use of salicylates and amino- 
pyrine relieved remarkably the articular discomfort in 
one reported instance.'’ 


REPORT OF A CASE 


A 56-year-old white man, a plumber, had a five-year history 
of progressive generalized arthritis without a remission. He had 
been hospitalized on several occasions and treated ineffectively 
with salicylates, aureomycin, massive doses of vitamin D, epi- 
nephrine, pregnenelone, typhoid vaccine, colchicine, and gold. 
Sedimentation rates had varied between 30 and 34 mm. per 
hour, and the white blood cell count varied between 10,000 and 
19,000 cells per cubic millimeter. Results of a bone marrow 
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OCHRONOTIC ARTHRITIS 


and 


study done on Oct. 20, 1950, were normal; results of several 
glucose tolerance tests were negative. The urine was positive for 
melanin on one occasion, but repeated urinary tests for homo- 
gentisic acid gave negative results. 

The patient had been aware of brown spots on the white of 
his right eye for about 20 years, with gradual progression in 
their number and size during that time. He had passed red urine 
on a number of occasions, the last during the summer of 1951. 
He also had had frequent exacerbations of chronic bronchitis 
for 30 years. He had never been exposed to phenol compounds 
as industrial or medicinal agents. 

His mother had died of “sugar diabetes.” His father and one 
sister died of cancer of the stomach. There was no familial his- 
tory of ochronosis or alkaptonur-a. 
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CU. MM.) 17,9004 
10.000+ 
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Fig. 1.—Results of the principal laboratory studies in the reported case. 


The patient was admitted to the Veterans Administration Hos- 
pital, Martinsburg, W. Va., on Nov. 29, 1950. In addition to 
pain and stiffness in practically every joint, there was marked 
swelling and limitation of motion in the hands and ankles. The 
administration of 100 mg. of cortisone intramuscularly afforded 
prompt and pronounced improvement. The pain and swelling 


From the Medical Service of the Veterans Administration Hospital. 

Reviewed in the Veterans Administration and published with the ap- 
proval of the Chief Medical Director. The statements and conclusions 
published by the authors are the result of their own study and do not 
necessarily reflect the opinion or policy of the Veterans Administration. 

1. Howard, C. P., and Mills, E. L.: Ochronosis, Oxford Medicine, New 
York, Oxford University Press, 1941, vol. 4, pt. 1, pp. 223-228. 

2. Virchow, R.: Ein Fail von allgemeiner Ochronose der Knorpel und 
knorpelahnlichen Teile, Virchows Arch. f. path. Anat. 37: 212, 1866. 

3. Osler, W.: Ochronosis: Pigmentation of Cartilages, Sclerotics and 
Skin in Alkaptonuria, Lancet 1: 10-11 (Jan.) 1904. 

4. Oppenheimer, B. S., and Kline, B. S.: Ochronosis, Arch. Int. Med. 
29: 732-747 (June) 1922. 
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998 OCHRONOTIC ARTHRITIS—COPE AND KASSANDER J.A.M.A., Nov. 8, 1952 ve 
of the involved joints diminished and eventually disappeared sodium 310 mg. per 100 cc. Prothrombin time was normal an 
almost completely after a total of 2.65 gm. of cortisone had been The electrocardiogram was within normal limits. me 
given. Figure 1 graphically shows the results of the principal Roentgenographic Studies.—Roentgenograms of the chest and ad 
laboratory studies during treatment. The patient was discharged skull were normal. There was narrowing of the joint spaces of joi 
, from the hospital but was financially unable to continue further the wrists and knees, owing to cartilage destruction. Mild osteo. im| 
cortisone therapy. The pain quickly reappeared in all peripheral arthritis was evident in the left patella, and a similar involve. 
joints, and swelling and heat were conspicuously evident in the ment, but of moderate degree, was noted in the cervical (fig. 4) 
knees and ankles. However, according to the patient, this ex- thoracic, and lumbar vertebrae. The intervertebral disks were not | 
acerbation was no worse than prior to his taking cortisone. The calcified. rev 
patient was admitted to the Veterans Administration Hospital, . 
Clarksburg, W. Va., on Sept. 27, 1951, for evaluation and treat- hae 
ment. inst 
Physical Examination.—The patient was slightly obese and erly 
walked without assistance but utilized a wide base, with the pre 
toes pointed outward and the knees and ankles held rigidly. the 
There were several irregular brownish discolorations measuring per 
up to 1.7 cm. in diameter over the sclera of the right eye (fig. 2). 
The left sclera was normal. The right iris was black and the left obs 
gray. Numerous dry, wheezing rales were audible over both lung refu 
fields. The cardiovascular system was normal. The liver was sam 
palpable 3 cm. below the right costal margin in the midclavicular to b 
line but was nontender. The prostate was small, without evi- witl 
of” dence of concretions. The hands revealed typical Haygarth’s 
‘ nodes of the proximal interphalangeal joints (fig. 3). The meta- sam 
>i carpalphalangeal joints were swollen and ankylosed in mild flex- 
wre ion. The wrists showed tenderness and restriction in all planes Fig. 3.—Typical Haygarth’s nodes of the proximal interphalangeal joints, 


Course in Hospital.—With no medication other than codeine 
given hypodermically, there was active progression of the arth- 
ritis, with the left knee becoming markedly swollen and hot, 
preventing ambulation. The patient was then given 300 and 200 


~ mg. of cortisone intramuscularly on successive days and then 
a daily dose of 100 mg. On the fourth day of treatment he was 
¢ subjectively improved, although the swelling, heat, and restricted 
motion in the left knee and both ankles remained until the eighth Be 
? day, when all signs of acute inflammation had disappeared. At seldo 
i Fig. 2.—Irregular, brownish discolorations in the right sclera, with a | 
C normal left sclera. struc 
creas 
a on motion. The knees and ankles were slightly swollen but non- failur 
" erythematous. Pain prevented full range of motion in all Rece! 
peripheral joints. portu 
sf Laboratory Data.—The urine turned reddish black on stand- bet 
ao ing and a ferric chloride test yielded a positive reaction for oostr 
> ae melanin. Benedict’s test showed a trace of reducing substance in the 
- in the urine, which did not ferment yeast. The result of the duct. 
yt Thormihlen test was negative. The urine was negative for indi- is the 
can, hemoglobin, porphyrins, and homogentisic acid. The white Be 
blood cell count varied between 16,000 and 20,000, with a pre- f 
ponderance of neutrophils. The red blood cell count varied be- rom 
tween 3,550,000 and 4,050,000; hemoglobin, between 11.5 gm. lesion 
and 11.9 gm. per 100 cc.; and sedimentation rates, between 26 cysts r 
and 36 mm. per hour. The Kahn reaction was negative. Uric the du 
acid was 3.3 mg. per 100 cc. The phenolsulfonphthalein test ee 
showed 65% excretion after two hours. The result of the Fish- q 
berg concentration test was maximal at 1.018. Blood urea nitro- polycy 
gen was 10.2 mg. per 100 cc. Total serum proteins were 7 gm. liver, t 
per 100 cc., with an albumin-globulin ratio of 1.37:1. The sulfo- been ¢ 
bromophthalein sodium test showed 0.64% retention after 45 ple ad 
minutes. The icteric index was 5 units. Cephalin flocculation nents 
was negative after 48 hours. The biood sugar level was 105 mg. quent! 
per 100 cc. Chlorides were 550 mg., potassium 23.1 mg., and _. 
le du 
¥ 5. Smith, J. W.: Ochronosis of Sclera and Cornea Complicating Alkap- Fig. 4.—The cervical vertebrae show a moderate degree of osteoarthritis. inflam 
tonuria: Review of Literature and Report of 4 Cases, J. A. M. A. 120: In tl 
1282-1288 (Dec. 19) 1942. : 
. 6. oem P. S.: erent and Arthritis: Review of American and this time melanin disappeared from the urine. On the 25th day ture to 
lish Literature of Recent ars (9th Rheumatism Review), Ann. a ile i i i i i 5 ¢ 
7. Pomeranz, M. M.; Friedman, L. J., and Tunick, I. S.: Roentgen % — ater the ert mee ag and ga. 
Findings in Alkaptonuric Ochronosis, Radiology 37: 295-303 (Sept.) 1941. became swollen and hot and other joints were painful on move- tu 
8. Garrod, A. E.: Inborn Errors of Metabolism, ed. 2, London, ment. The urine again showed the presence of melanin. Oral mors 
ang treatment with 50 mg. of cortisone every six hours was started, adequa 
y with immediate improvement in the arthritis. On the fourth day nign tu 
10. Swirsky, M. Y.: Ochronosis: Report of a Case with Alkaptonuria of the reinstituted treatment the melanin disappeared from the lesion ¢ 
«nd Melanuria, Clinics 2: 1323-1333 (Feb.) 1944. urine. On the 17th day moderately severe pain in the knees and 
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ankles reappeared and was accompanied by the presence of 
melanuria. The daily dose of cortisone was supplemented by an 
additional 50 mg., with complete disappearance of both the 
joint pain and melanin in the urine. The patient continued to 
improve and was discharged from the hospital on Jan. 18, 1952. 


COMMENT 


No explanation can be attempted at this time for the 
reversal of the melanuria, but the implications are ob- 
vious. The closest conjecture appears to be that there is 
insufficient tyrosinase in the body to metabolize prop- 
erly tyrosine and phenylalanine, which are considered the 
precursors of homogentisic acid and melanin, furnishing 
the possibility that cortisone might be involved as a 
percursor or a component of tyrosinase. That the above 
observed phenomenon might be coincidental is probably 
refuted by the fact that it could be reproduced in the 
same patient two times and that its total effect appeared 
to be dependent on the dosage of cortisone. In a patient 
with malignant melanoma who was hospitalized at the 
same time, the reducing substances did not disappear 


BENIGN TUMORS—MOORE ET AL. 999 


with cortisone medication, so that the indirect implica- 
tion would appear to be that the above observations are 
valid only with respect to ochronotic arthritis. 

The patient undeniably benefited clinically from cor- 
tisone medication during three separate courses of treat- 
ment, with the usual recurrence of joint complaints (to- 
gether with the reappearance of reducing substances in 
the urine) after cessation of treatment. This fact appears 
to corroborate the observation of Hench and co-workers 
that this type of arthritis, which roentgenographically re- 
sembles osteoarthritis, but clinically rheumatoid arthritis, 
resembles the latter also in its favorable reaction to corti- 
sone therapy. 

It appears that, with due consideration of possible 
coincidence, it could be claimed that one of the main 
features of ochronotic arthritis, the “metabolic error,” 
can be corrected temporarily with cortisone medication. 
This appears to be one of the measurable factors within 
the vast range of mesenchymal reactions inviting further 
observation. 


BENIGN TUMORS OF THE BILIARY TRACT 


S. W. Moore, M.D., Ross §. McElwee, M.D. 


Cesare Romiti, M.D., New York 


Benign tumors of the biliary passages are rare and are 
seldom considered in the differential diagnosis of ob- 
structive jaundice. The number of recorded cases is in- 
creasing, and it is apparent from the case histories that 
failure to discover the tumor may result in disaster. 
Recently, at the New York Hospital, we have had op- 
portunity to observe and to operate on a patient with 
obstructive jaundice caused by a large papilloma arising 
in the left hepatic duct and obstructing the common bile 
duct. This case stimulated us to review the literature and 
is the subject of this report. 

Benign intrahepatic tumors, apparently originating 
from the smaller biliary radicals, are commoner than 
lesions of the main biliary passages. According to Ewing,* 
cysts may arise within cirrhotic livers from obstruction of 
the ducts and are usually multiple and small. Not infre- 
quently, congenital cysts of the liver are associated with 
polycystic disease of the kidneys. Cystic adenomas of the 
liver, thought to have originated from the bile ducts, have 
been described; these frequently reach large size. Multi- 
ple adenomas, usually in cirrhotic livers, are not infre- 
quently found at autopsy. Likewise, papillomas of the 
gallbladder are more frequent than similar tumors of the 
bile ducts and are thought to be related to the chronic 
inflammation associated with gallstones. 

In this review, we have limited our study of the litera- 
ture to those more infrequent tumors of the main biliary 
passages and have excluded benign tumors of the liver 
and gallbladder. Although the rare occurrence of these 
tumors has been repeatedly noted, at present there is no 
adequate explanation for this. Whipple * found two be- 
hign tumors of the gallbladder but not a single benign 
lesion of the bile ducts in 840 patients with biliary tract 


disease. Crump,’ in a study of 1,000 routine autopsies, 
recorded 26 primary carcinomas of the biliary ducts and 
gallbladder but no benign tumors. In 2,500 autopsies at 
Cook County Hospital, Shapiro * found 3 benign and 12 
malignant tumors of the extrahepatic biliary tract. One 
of the benign tumors, however, was a congenital cyst of 
the common duct. Marshall,® in 1932, reported that 3 
benign and 49 malignant tumors of the biliary tract had 
been seen at the Mayo Clinic; here again, one of the 
benign tumors was a congenital cyst. In a study by Grébl 
and Pohl * of 2,630 cases of calculus or inflammatory 
disease of the gallbladder and bile ducts, 214 carcinomas 
of these organs were found and only a single benign 
papilloma of the ampulla of Vater. 

In the literature, there are reports of 52 cases of 
benign tumors of the biliary tract. Our review was facili- 
tated by the earlier reports of Konjetzny,’ Bazin,* and 
Christopher.® In an effort to include only benign neo- 


From The New York Hospital and Cornell University Medical College. 
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plasms, we have excluded from tabulation inflammatory 
lesions, granulomas, parasitic cysts, lymphomas, malig- 
nant melanomas, carcinomas, and idiopathic cystic dili- 
tation of the common duct, which these authors have 
listed. Many of the earlier cases are incompletely re- 
ported; for this reason, classification is often difficult. 


Mushroom 
catheter 


a 


Fig. 1—Top, tumor at second operation when the common bile duct 
was opened. Lower left, securing pedicle of stump by tape in order to 
withdraw it through liver for removal. Lower right, drainage of common 
duct by catheter through cystic duct. Drainage of multilocular cyst of 
liver by mushroom catheter. 


In reviewing these 52 cases, we found jaundice the 
only outstanding clinical feature. Icterus was present in 
28 cases, while in only 2 was it said to be absent. This 
information was not given in the other 22 cases. Pain 
was an important symptom in 13 cases. Males and fe- 
males were equally affected, and ages ranged from 3 to 
75 years. 

In 33 of the 52 cases, epithelial tumors were reported 
and described as adenomas, papillomas, polyps, or cyst- 
adenomas. The remainder consisted of four lipomas, 
three xanthomas, one myxoma, five mixed tumors 
(adenofibroma, adenomyofibroma, adenomyoma, or 
myoadenoma), three neuromas, two fibromas, and one 
carcinoid tumor. 

The common duct was the site of the lesion in 23 cases, 
the ampulla of Vater in 10, and the cystic duct in 8; the 
remaining six tumors were situated in the hepatic or 
common hepatic bile ducts. In six cases, the location was 
not stated. 

Stones were present in the common duct in four pa- 
tients and absent in seven; no mention of stones was 
made in 41 case reports. It is of interest that one papil- 
loma was found in the vicinity of an impacted stone *° 
while another was at the site of a benign stricture." 


10. Rolleston, H. D.: A Papilloma of the Bile-Duct Associated with an 
Impacted Gall-Stone, Tr. Path. Soc. London 45: 83, 1893-1894. 

11. Monari, A.: Sul restringimento fibroso del coledoco da angiocolite 
catarrale, Clin. med. ital. 37: 289, 1898. 
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REPORT OF A CASE 


E. T., a 44-year-old Negro woman, was first admitted to the 
New York Hospital on Aug. 10, 1949, because of intermittent 
episodes of jaundice of six years’ duration. In 1943, six years 
previously, she began experiencing recurrent attacks of jaundice 
at intervals of three to four months. These attacks were usually 
preceded by and associated with slight pain in the right hypo. 
chondrium. The discomfort lasted only a few days, while the 
jaundice, acholic stools, dark urine, and puritus usually persisted 
for several weeks before disappearing spontaneously. She did 
not have fever, chills, or weight loss. 

In 1947, she came under the care of Dr. Cesare Romiti, sur- 
geon at St. Joseph’s Mercy Hospital, Georgetown, British Guiana, 
Examination at this time revealed icteric conjunctivas and 
mucous membranes. There was a palpable mass in the right 
upper abdominal quadrant, thought to be the gallbladder. The 
liver was slightly enlarged. The stools were acholic, and the 
urine contained bile. At operation, Dr. Romiti found a large, 
tense, thick-walled gallbladder, which did not contain stones. 
After removal of the gallbladder, he was able to palpate a firm, 
smooth, tubular mass within the dilated common duct. On in- 
cision of the duct, a multiloculated tumor was exposed. It was 
free except proximally at its point of origin, where it was at- 
tached by a narrow pedicle to the anterior wall of the upper part 
of the left hepatic duct, and distally, where the tumor was im- 
pacted in the sphincter of Oddi. The tumor was withdrawn from 
the duodenum and freed near its point of attachment. No stones 
were found within the biliary tract. The common bile duct was 
drained. The postoperative course was uncomplicated. Examina- 
tion of the tumor was carried out in the New York Hospital. 
The fixed specimen, measuring 3 cm. in diameter and 12 cm. 
in length, was lobulated and multiloculated. A narrow pedicle 
was present. Histologically, the walls of the cysts were com- 
posed of dense collagenous tissue, enclosing groups of glandular 
structures with epithelium like that lining the biliary tract. The 
tumor was classified as a fibroadenoma of the hepatic duct. 

The patient remained well for two years, until April, 1949, 
when she again became jaundiced; she continued icteric for four 
months. In August, 1949, 54 months after the above operation, 
she was first admitted to the New York Hospital. Examination 
at this time showed a well-developed Negro woman with clear 
scleras and a firm mass in the right upper abdominal quadrant 
and epigastrium. This mass was nontender and moved on in- 
spiration. A suprapubic mass was also palpable, and pelvic ex- 
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Fig. 2.—Tumor removed at second operation, two years later, measuring 
6.5 by 3 cm. The smaller portion was removed transhepatically. Division 
of the tumor was done to facilitate its removal. This tumor was classified 
as a papilloma. 


amination confirmed the impression of a fibroid uterus. Results 
of the urinary test for bile were negative; the stools were brown 
and did not contain blood, ova, or parasites. The serum bilirubin 
was 2.3 mg. per 100 cc., and alkaline phosphatase was !49 
units. Liver function tests revealed no abnormality. 

On Aug. 30, 1949, an exploratory laparotomy was performed 
through a right subcostal incision. A cystic mass, 10 cm. i 
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diameter, was found lying between the right and left hepatic 
lobes, on the superior surface of the liver. A greatly distended 
common duct, measuring 5 cm. in diameter and containing an 
elongated tubular mass, was exposed. When the common bile 
duct was opened, this tumor was found to be attached only by 
a narrow pedicle to the wall of the left hepatic duct, deep within 
the liver. A soft pigment stone, measuring 2.5 cm. in diameter, 


Fig. 3.—The tumor opened to show its cystic nature. 


was removed from the common duct below the tumor. It was 
seen that the tumor could not be completely removed by way 
of the common bile duct. This had been attempted at the first 
operation, with resultant recurrence. Aspiration of the cystic 
mass of the liver recovered pale bile-colored fluid. Since we 
planned to attack the pedicle of the tumor through the cyst, the 
larger part of the tumor, in the common duct, was excised. In- 
cision of the cyst revealed a multilocular cavity containing fluid 
similar to that seen in hydrops of the gallbladder. A clamp was 
introduced bluntly through the floor of the cyst into the greatly 
dilated left hepatic duct, and a tape was grasped. The tape was 
tied to the tumor pedicle, and both were then drawn into the 
cyst cavity. Here, under direct vision, the pedicle and entire 
base were completely excised. A small catheter was placed 
through the cystic into the common bile duct, and the latter 
was closed. A cigaret drain was placed down to this region and 
the catheter and drain brought out of the lower angle of the 
wound. A mushroom catheter was placed in the cyst cavity and 
the abdominal incision closed. 

The postoperative course was complicated by persistence of 
drainage from the hepatic cyst. It was therefore reexplored three 
weeks later and the cyst marsupialized. Healing was rapid and 
satisfactory. The patient was allowed to return to British Guiana 
one month later, seven weeks after removal of the tumor. In 
February, 1952, two and one-half years after operation, a letter 
from her physician stated she had had no further difficulty and 
was in excellent health. 

Pathological examination showed the tumor, measuring 3 cm. 
ii diameter and 6.5 cm. in length, to be made up of multiple 
cysts with smooth white walls, containing yellow fluid. Histo- 
logically the specimen consisted of dense fibrous tissue contain- 
ing islands of well-differentiated columnar epithelium resembling 
that of the common duct. There was evidence of chronic inflam- 
mation and hemorrhage. The tumor was identical to that re- 
moved at the first operation but was classified at this time as a 


papilloma of the bile duct. A liver biopsy showed biliary 
Cirrhosis. 


BENIGN TUMORS—MOORE ET AL. 1001 


SURGICAL SIGNIFICANCE OF BENIGN TUMORS OF 
THE BILIARY TRACT 

Although 52 cases of benign tumors in the biliary 
tract of various types have been reported, in many the 
tumors were incidental findings at autopsy. However, 
several of the lesions found at autopsy had caused ob- 
structive jaundice. Thus the 5 mm. papilloma recorded 
by Neusser ?* caused complete obstruction of the com- 
mon duct, with hemorrhagic manifestations and death. 
Eve '* reported a case in which an 8 mm. tumor ob- 
structed the biliary tract. Two operations failed to dis- 
cover this lesion, and the patient died. Christopher ° 
described a 74-year-old man with an adenoma of the 
ampulla. Two operations failed to disclose this lesion as 
the source of the patient’s difficulty. J. de la Flor ‘* was 
able to demonstrate by cholangiogram, but was not able 
to remove, a 5 mm. tumor of the common duct. 


Several reports describe cases in which a benign tumor 
was removed but the patient failed to survive. Leriche *® 
removed e papillary tumor weighing 750 gm. from the 
duct of a 4-year-old child, but the patient died post- 
operatively. Grébl ° described a papilloma of the papilla 
of Vater that produced obstruction. The patient died 
after gastroenterostomy. A case of multiple papilloma- 
tous tumors of the gallbladder and cystic duct found at 
operation was described by Henry.'® This patient died 


Fig. 4.—Photomicrograph showing cellular structure of the tumor; 
adenomatous areas are not included in this section (x 725). 


following removal of the gallbladder and cystic duct. 
Rogers’ ‘7 case in some respects resembles ours. A 
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papilloma of the common hepatic duct was removed, but 
jaundice, fever, and pain recurred nine months later. At 
a second operation, pus was evacuated from the common 
duct. The patient died after operation, and the autopsy 
revealed a papilloma arising from the common hepatic 
duct and extending into the left hepatic duct. 

There are at least 13 reports of successful removal of 
benign biliary tract tumors. Rolleston '® reported that 
Bennett removed a papilloma of the common duct. 
Stein '* was able successfully to remove a papilloma by 
curettement through the duodenum. Savy '* reported 
that Pallasse successfully excised a polyp of the common 
duct. An obstructing adenoma at the junction of the 
cystic and hepatic ducts was successfully removed by 
Diaz.*? Greig *' excised and drained a large cystic ade- 
noma of the common duct. Bazin * removed a papilloma 
of the common duct that produced jaundice, while 
Archibald ** excised an obstructing papilloma of the 
papilla of Vater. An 8 mm. papilloma of the common 
duct of a jaundiced patient was removed by Meade.** 
According to Rogers,'’ Dr. George Wilson successfully 
removed a papillary adenoma of the ampulla of Vater. 
Brentano ** reported a patient well three years after the 
removal of a carcinoid of the ampulla of Vater. Mayo *° 
reported two cases of fibroadenomas of the stump of the 
cystic duct following cholecystectomy, each of which 
obstructed the common duct and was successfully re- 
sected. Comfort *° excised a neuroma that obstructed the 
common duct in a patient who had previously undergone 
cholecystectomy. 


SUMMARY AND CONCLUSIONS 

A case of benign papilloma of the left hepatic duct is 
reported. The papilloma recurred after surgical removal 
and was again resected. The literature concerning benign 
tumors of the main biliary passages is reviewed. Reports 
indicate that these tumors may produce obstructive 
jaundice and are easily overlooked unless the possibility 
is kept in mind. A tendency of the epithelial tumors to 
recur, unless completely removed, is evident. 
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CLINICAL NOTES 


TOXIC ENCEPHALOPATHY OCCURRING DUR. 
ING TOPICAL THERAPY WITH ASTEROL* 


REPORT OF TWO CASES 


J. Walter Wilson, M.D. 
Harry Levitt, M.D. 
Thomas L. Harris, M.D. 


and 


Emmett M. Heiligman, M.D., Los Angeles 


Through conversation and correspondence with der- 
matologists and from information obtained from Hoff- 
mann-La Roche, Inc., manufacturers of the antifungal 
drug asterol® dihydrochloride (2-dimethylamino-6-[beta- 
diethylaminoethoxy]-benzothiazole dihydrochloride), 
we learned that encephalopathic symptoms have been ob- 
served in a few young children during topical therapy for 
dermatophytosis with this compound. We believe all such 
reports should receive early publicity so that the toxic 
potentialities of the drug may be accurately assessed as 
soon as possible. Accordingly, we are reporting what we 
believe may have been the first such case to occur, al- 
though in this case the causative relationship did not seem 
at the time to be conclusively proved, and, in addition, a 
recent instance in which the evidence was more sub- 
stantial. 


REPORT OF CASES 


Case 1.—A 4-year-old American boy with a light complexion 
first had scaling of the scalp in February, 1951. Shortly there- 
after, a slightly pruritic eruption appeared on the skin of his 
trunk and gradually spread. A 3-year-old sister was similarly 
but less extensively affected. Examination on July 13, 195], re- 
vealed generalized scaling of the scalp, with no apparent ab- 
normality of the hair, and annular and gyrate scaling plaques 
with elevated papulovesicular borders and clearing centers ex- 
tensively distributed over the trunk and extremities. No fluores- 
cence was seen under filtered ultraviolet rays. Direct microscopic 
examination of extracted hairs revealed Endothrix hyphae; my- 
celial threads were seen also in scalp scales and in material taken 
from lesions on the trunk. Trichophyton tonsurans (crateriform) 
was recovered by culture from hairs and scales. 

Treatment was begun with 5% asterol® dihydrochloride, the 
tincture being sprayed on affected parts each morning and the 
ointment applied at night. In routine examination in the clinic 
one week later, the glabrous skin had almost cleared, but the 
scalp had as yet shown no change. Nine days after treatment 
was started, the child was reported to be “trembling and dis- 
oriented,” and, on admission to Children’s Hospital, such symp- 
toms as well as apparent hallucinations were observed. Gen- 
eralized muscle tremors were present, both tonic and clonic in 
type, not observably focalized. There were no other positive 
neurological symptoms. Physical examination revealed no other 
abnormalities except the skin and scalp disease previously 
described. Blood cell counts and urinalysis were normal. Sero- 
logic tests for syphilis gave negative results. The nonprotein 
nitrogen level was 24 mg. per 100 cc. The results of cerebro- 
spinal fluid examination were entirely normal and cultures were 
negative. Electroencephalographic study was interpreted as fol- 
lows (fig. 1): “A smooth pattern exhibiting 6 cycles per second, 
which appeared almost continuously hypersynchronous, Ws 

From the Department of Medicine, Dermatology and Syphilology Se~ 


tion, University of Southern California (Drs. Wilson and Levitt) and the, 
staff of Children’s Hospital (Drs. Harris and Heiligman). 
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found in all leads. There were no focal or unilateral changes. 
This pattern is not normal; neither does it constitute a definite 
abnormality. The cortex appears to be hypo-active.” All medi- 
cation was discontinued. Tremors and hallucinations continued 
in decreasing severity and disappeared during the next six days. 
The patient was discharged on the eighth day. 


r+ 


5 
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jo 


Fig. 1.—Electroencephalogram made during toxic reaction of patient in 
case 1. 


He returned to the tinea capitis clinic four days later and it 
was observed that the lesions on the trunk had become worse. 
Treatment with asterol® dihydroch'oride tincture was again 
begun. After two days of this therapy, disorientation and hal- 
lucinations were again noted. Therapy was discontinued and 
after four days all symptoms had disappeared and had not re- 
curred when information was last obtained. 

Cast 2.—During the first week of life, a girl with a light com- 
plexion, born six weeks prematurely and weighing 4 lb. 7 oz. 
(2 kg.) had had oral thrush, which responded to applications of 
methylrosaniline chloride until only minimal involvement re- 
mained. Intertrigo was noted in the groins during the second 
week and had spread despite application of methylrosaniline 
chloride and talcum powder until, at the age of 10 weeks, it had 
involved the entire diaper area, the flexures of the extremities, 
the axillas, and the folds about the neck and ears. The eruption 
extended far beyond the contiguous parts, and satellite papules 
bearing the collarette type of scale typical of moniliasis were 
numerous over the extremities and trunk. Direct microscopic 
examination of wet smears of material from such papules re- 
vealed hyphae and budding cells as seen in moniliasis, and cul- 
lures yielded pure colonies of Candida albicans. 

A vanishing cream base containing 2.5% asterol® dihydro- 
chloride was prescribed, to be applied sparingly twice daily to 
the Worst areas only, each application to be followed by liberal 
application of nonmedicated talc. The response to this therapy 
Was encouraging, and within seven days the eruption had been 
confined to the groins, axillas, and neck folds, where it was also 
much reduced in extent. This treatment was continued but was 
given only once daily, being alternated with a mild sulfur and 
salicylic acid ointment for what appeared to be a component 
of seborrheic dermatitis. The child appeared well and was gain- 
ing in weight. On the 26th day of treatment, the mother noted at 
$a. m. that the child was lethargic and refused feeding. During 
the morning, generalized convulsions were observed on two 
occasions. The patient was hospitalized at 3 p. m. and thor- 
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oughly examined. The only abnormalities besides the cutaneous 
eruption previously described were the presence of hyperactive 
deep tendon reflexes and demonstrable ankle clonus. The Bab- 
inski sign was positive bilaterally, which is not necessarily ab- 
normal at such an age. During the first 24 hours, four convulsive 
episodes were observed, lasting from two to three minutes each, 
consisting of generalized muscle twitching, both tonic and clonic 
in type. There was no focalization, and no interference with 
breathing or cyanosis was observed. Feedings were refused, but 
the child appeared well in the intervals. Fluids were admin- 
istered subcutaneously, and mild sedation with phenobarbital 
was employed. 

Roentgenograms of the skull were normal. Blood studies re- 
vealed a mild hyperglycemia (150 mg. per 100 cc.); the blood 
calcium and phosphorus levels were normal; the hemoglobin 
concentration was 12.4 gm. per 100 cc. (79%); blood cell counts 
were entirely normal. Cerebrospinal fluid was obtained at nor- 
mal pressure and revealed five lymphocytes per cubic milli- 
meter; it was normal on chemical analysis; cultures revealed no 
growth in 48 hours. 

Electroencephalographic studies were carried out by Dr. H. 
Sjaardema, who gave the following analysis: “The E. E. G. 
consists of periods of normal activity suddenly interrupted by 
series of large spikes. These spikes showed phase reversals over 
more than one lead. Actually they occur simultaneously in all 
leads. The right frontal shows highest voltage, but this is not a 
definite localization. [See fig. 2.] The E. E. G. suggests a periodic 
irritation. The focus suggested is deep in the midline. This is a 
paroxysmal tracing, but not of the type usually found in idio- 
pathic epilepsy nor in cerebral aplasia.” 

During the second day convulsions occurred with about the 
same frequency but less intensity. The spinal fluid was normal. 
Feeding was resumed and was tolerated normally. Only one 


Fig. 2.—Electroencephalogram made during toxic reaction of patient in 
case 2 


seizure was noted on the third day and none occurred sub- 
sequently, although some facial twitchings were observed on the 
fourth day. The patient was discharged on the seventh day and 
has remained normal, except for mild and slowly decreasing 
flexural dermatitis. There have been no more neurological symp- 
toms. On the day of discharge the electroencephalographic re- 
port by Dr. Sjaardema was as follows: “The spikes reported in 
the first test now have completely disappeared. Sharp waves 
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have replaced the spikes. These sharp waves are not high in 
amplitude and are not focal. [See fig. 3.] The E. E. G. suggests 
a marked improvement.” 
COMMENT 

No chemical methods are at present available for de- 
termining the concentration of asterol*® dihydrochloride 
in body fluids or excreta; consequently no data are avail- 
able concerning its absorption, fate, and excretion. The 
manufacturers have attempted to determine the presence 
of the drug in urine and in spinal fluid obtained from pa- 
tients who had received excessive amounts of the medi- 
cament and were showing neurotoxic symptoms possibly 
attributable to it. The method was a mycologic one, and 
no asterol” dihydrochloride could be detected in either 
specimen. 

From the observation of these two cases it seems 


reasonable to assert that, when extensively and fre- 


Fig. 3.—Electroencephalogram made after recovery of patient in case Z. 


quently applied topically in children under 4 years of 
age, asterol" dihydrochloride is capable of causing en- 
cephalopathic toxicity consisting of generalized muscle 
tremors without focalization, both tonic and clonic in 
type, accompanied by disorientation and hallucinations, 
but not interfering observably with other bodily func- 
tions and not affecting the patient’s reactions to any of 
the fundamental laboratory tests. The symptoms may 
occur as early as the ninth day of therapy and may dis- 
appear in from three to six days following discontinuance 
of its use without apparent sequelae. The incidence can- 
not be calculated at present but can be roughly estimated 
at less than one per thousand children of all ages who are 
receiving treatment. It seems wise to avoid the use of this 
medicament entirely in very young children and even to 
caution against the frequent use of large quantities over 
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extensive body surfaces in older children. It should be 
noted here that these warnings were incorporated into 
the literature and directions for use of the medicament 
included in the trade package by its manufacturers 
several months ago, and, if closely observed, may result 
in avoiding this most disconcerting and alarming but 
apparently reversible neurotoxic reaction. 
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NEUROTOXIC SYMPTOMS FOLLOWING USE 
OF ASTEROL* DIHYDROCHLORIDE 


REPORT OF THREE CASES 
J. M. Hitch, M.D., Raleigh, N. C. 


The convincing clinical and experimental evidence ' of 
the antifungal properties of 2-dimethylamino-6-(beta- 
diethylaminoethoxy )-benzothiazole dihydrochloride (as- 
terol” dihydrochloride) has led to its widespread use in 
human mycotic infections. It appears to be especially 
popular in the treatment of children afflicted with tinea 
capitis. The medicament, marketed as 5% ointment, tinc- 
ture, and powder, has not seemed to cause undesirable 
side-effects in any of these forms; however, the recent 
notation of Stritzler * indicated that he had encountered 
one probable case of neurotoxicity in a patient treated 
with excessive amounts of asterol® dihydrochloride in a 
series of 500 patients receiving this medicament. He also 
mentioned another case observed by Dr. Irving Fishman 
and a third “in North Carolina,” this last being case 3 
reported here. 

REPORT OF CASES 


Case 1.—A 2'%-year-old white boy was first seen by Dr. 
Conrad Stritzler on Oct. 22, 1951, with tinea capitis due to 
Microsporum audouini. Routine treatment with asterol® di- 
hydrochloride tincture was prescribed. The mother applied the 
medicament excessively, using up to 6 oz. (180 cc.) daily and 
dressing the scalp with a cloth cap covered by a rubber bathing 
cap. About one week after the start of treatment, the child was 
brought back because of hallucinations, rolling of the eyes, and 
twitching of the hands and face. The patient was dazed bul 
responded to questioning. On physical examination the eyes 
were “glazed” and involved in a rotary nystagmus, and mydriasis 
was present. There were clonic contractions of the muscles of 


Case 1 is reported with the permission of Dr. Conrad Stritzler, Jamaica, 
N. Y., and case 2 is reported with the permission of Dr. Irving M. Fish- 
man, Jamaica, N. Y. 
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Acad. Sc. 13:31 (Nov.) 1950. Grunberg, E., and others: Mycologicsl 
Studies with a New Benzothiazole with Specific Activity Against Dermé- 
tophytes, ibid. 12:22 (Nov.) 1950. Reiss, F.: Antisporulating Effect of 
Asterol Dihydrochloride, ibid. 13:28 (Nov.) 1950. Edelson, E.; Craster 
C., and Haskin, A.: Evaluation of a New Drug for Topical Therapy of 
Tinea Capitis, A. M. A. Arch. Dermat. & Syph. 64: 444 (Oct.) 1951 
Stritzler, C.; Fishman. I. M., and Laurens, S.: Treatment of Tinea Capitis 
with a New Antifungal Compound: Preliminary Report, ibid. 63:60 
(May) 1951. Appel, B.; Tye, M. J.; Halpern, W., and Paci, D.: Micto- 
sporosis of the Scalp: Evaluation of a New Therapeutic Agent, New 
England J. Med. 245: 1003 (Dec. 27) 1951. Ravits, H. G.: Treatment 0! 
Superficial Dermatomycoses with Asterol® Dihydrochloride, J. A. M. A: 
148: 1005 (March 22) 1952. Snyder, W.: Asterol Dihydrochloride Ther?’ 
of Microsporum Audouini Scalp Infection, A. M. A. Arch. Dermat. 
Syph. 65: 464 (April) 1952. 

2. Stritzler, Conrad: The Schoch Letter, March, 1952. 
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the face, hands, and feet, and the deep reflexes were exaggerated. 

The pulse rate was 120 beats per minute. The asterol® dihydro- 
chloride therapy was discontinued, and the patient was given 
small doses of phenobarbital. Within a few days the objective 
symptoms subsided, but the visual hallucinosis (frogs on the 
wall) persisted for a week. Then all symptoms disappeared, and 
six months later the patient was still well. 

CasE 2.—A white boy, aged 4% years, was first seen by 
Dr. Irving Fishman on March 5, 1951, with M. lanosum infec- 
tion of four months’ duration involving the scalp, thigh, and chin. 
Instructions for treatment, started then and continued for the 
next 11 weeks, consisted of application of asterol® dihydro- 
chloride tincture each morning and the ointment each night, a 
short haircut, the constant use of a cloth skull cap, and a 
shampoo every second day. About three times the usual amount 
of the medicament was requested weekly by the mother. In the 
1th week of therapy the hair was not fluorescent under Wood's 
light, and the patient was not seen again by Dr. Fishman. 

The subsequent observations were made by the patient’s pedi- 
atrician (Dr. Vincent G. Tosti), who first saw him four days after 
his last dermatological examination. The history showed that for 
the preceding eight months the boy had been excessively shy and 
emotionally disturbed, with a strong attachment for his mother. 
During this time he was often locked in an apartment in the 
absence of his family. He developed a fear of strangers. Three 
weeks before his first visit to the pediatrician he began to exhibit 
dysarthria, muscular weakness and incoordination, and vomiting. 
He was hospitalized, and the results of physical examination and 
laboratory studies, including a spinal fluid study, were within 
normal limits. His mental age was found to be 4 years and 2 
months and his intelligence quotient 85. A diagnosis of anxiety 
hysteria was made. His symptoms cleared rapidly without specific 
therapy. During the next five months he seemed well, but at 
the end of that time he again began to have emotional difficulty: 
he became aggressive, nervous, abnormally attached to his 
mother, and dysarthric. At that time physical examination, in- 
cluding examination of the hair and skin, was normal. 

CasE 3.—A white boy, aged 3 years, was first seen on Sept. 10, 
1951, with tinea capitis due to M. audouini. The child’s general 
health had always been good. There was no evidence of previous 
neuropsychiatric disorder. The family history was not remark- 
able. General physical examination did not disclose any other 
abnormality. 

Treatment was started and consisted of shaving of the head, 
the use of a cotton skull cap, a daily shampoo with soft soap 
liniment, a single daily application of asterol® dihydrochloride 
tincture with a soft tooth brush, and a single daily application of 
asterol” dihydrochloride ointment with massage. One month 
later, the mycotic infection was still present. It appeared that the 
mother was following the routine exactly. There had been no 
neuropsychiatric signs or symptoms. Fifty-two days later the pa- 
tient returned. The scalp was slightly inflamed and excoriated. 
The mother thought this was due to the medicaments. She re- 
ported that approximately two weeks before (53 days after treat- 
ment was begun) the patient had a “convulsion” and since then 
had been lethargic and “not himself.” Results of physical exami- 
nation were within normal limits. The mother was instructed to 
discontinue use of asterol® dihydrochloride and to apply a salicyl- 
anilide-undecylinic acid ointment. On the next visit (January, 
1952) the mother reported that on Nov. 27, 1951 (68 days after 
treatment was begun and one day after it was stopped) the child 
had a second convulsive seizure. He was found in an uncon- 
‘cious state, rolling his head from side to side, with muscular 

spasms of all extremities. He regained consciousness spontane- 
ously in two hours, He was given some type of oral medication 
by his local physician and afterward vomited once. For the next 
\0 days he was lethargic and anorexic and often lay with his legs 
tlevated above his head. The mother was sure that he had visual 
hallucinations, although she could not recall their exact nature. 
He was extremely confused concerning the identity of persons 
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in his immediate family. By the 10th day all signs and symptoms 
had disappeared. His condition at examination in January, 1952. 
41 days after the last seizure, was entirely normal, with the pos- 
sible exception of hyperactive patellar reflexes, which were equal. 

The patient was referred to the neurosurgical clinic of Duke 
Hospital where he was seen about 100 days after the last episode. 
The history of birth and development was normal. Results of gen- 
eral physical examination, detailed neurological examination, 
and routine laboratory studies were within normal limits. Roent- 
genographic examination of the skull showed it to be normal. 
An electroencephalogram showed a few short bursts of enlarged 
slow and fast waves over all regions, but, in general, the pattern 
was within normal limits, and no diagnostic interpretation was 
made from these tracings. Three months later the child had had 
no further nervous symptoms and apparently was developing 
mentally and physically in a normal fashion. 

COMMENT 

These three cases do not establish a causal relation- 
ship between the local use of asterol® dihydrochloride and 
the observed neuropsychiatric disorders; however, the 
seriousness of such disorders demands a hypercritical ap- 
proach to the question. 

Case 2 is probably out of place in this discussion. It is 
included because it has been previously recorded.” The 
findings indicated this patient’s condition was apparently 
psychogenic and that it apparently antedated the use of 
asterol® dihydrochloride and persisted long after discon- 
tinuance of its use. 

Cases | and 3 seem to be similar. The neuropsychiatric 
abnormalities in both instances appeared suddenly and 
consisted of muscular spasm, especially of the extremities, 
visual hallucinosis, depression of the functions of the sen- 
sorium, spontaneous recovery a few days after treatment 
was stopped, and absence of recurrence and sequelae 
during subsequent observation periods of several months. 
The cases were dissimilar in that the symptoms in case 
1 appeared one week after initiation of treatment, while 
in case 3 they did not occur until the 53rd day. It may be 
significant that in case 1 the patient was younger, and the 
medicament was applied in enormous amounts and was 
held in close apposition to the skin by an impervious 
dressing. 

With the widespread use of asterol” dihydrochloride, 
especially in children, it is surprising that other examples 
of neurotoxicity have not been reported if such toxicity 
actually exists. Excessive cutaneous absorption may have 
occurred in cases 1 and 3, in the former because of the 
mode of application and in the latter because of the mod- 

erate inflammatory reaction; however, one would think 
that the situation in case 3 is not unique. Recently, all the 
commercial packages of asterol* dihydrochloride oint- 
ment, tincture, and powder have carried warnings against 
the employment of excessive amounts of the medicament, 
its use on acutely inflamed skin, and its use in infants. 
Although toxicity is not substantiated, such warnings are 
well advised. In the meantime, it is urged that other clini- 
cal observers watch carefully for neuropsychiatric ab- 
normalities in patients receiving this medicament and 
that animal experiments along this line be extended. 
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CONVULSIONS FOLLOWING USE OF 
ASTEROL® DIHYDROCHLORIDE 


REPORT OF A CASE 
William M. Featherston, M.D., Elk City, Okla. 


Asterol* dihydrochloride (2-dimethylamino-6-|beta- 
diethylaminoethoxy |-benzothiazole dihydrochloride) is 
one of a group of compounds, the benzothiazoles, that 
have been reported to have antifungal activity." The pur- 
pose of this paper is to report a case of convulsions oc- 
curring in an infant treated with this chemical in an oint- 
ment base. It has been reported as being a primary 
irritant locally when applied in a 10% concentration.” In 
a search of the literature no reports were found referring 
to this compound as a central nervous system irritant. 


REPORT OF A CASE 


J. J., aged 4 months, had a normal neonatal period. The 
mcther was Rho negative and the father was Rho positive. There 
was no unusual jaundice. The blood count remained normal. 
Feedings were of breast milk, supplemented cccasionally by arti- 
ficial feeding. At 3% months of age, the weight was 15 Ib. 6 oz. 
(6.97 kg.). At the three month examination there was no abnor- 
mality except typical ringworm on the torso. The lesions were 
flucrescent under Woods light. Asterol® dihydrechloride was 
prescribed for daily application to each lesion on the torso. The 
mcther applied this to “almost all the baby” and had used it 
regularly for 10 days when difficulties began. She was awakened 
one morning by a peculiar noise and found the baby in clonic 
convulsions. The convulsions lasted for only a few seconds, and 
the baby was limp for several minutes and then slept soundly. 
The significance of this episode was obscure and no treatment 
was given. The baby was normal in every way. The next morning 
the same thing happened, except that the convulsion lasted 60 to 
90 seconds, recurred in one hour and then began to recur every 
two or three hours. Phenobarbital elixir was given, ¥2 teaspoon 
every four hours, but the convulsions continued to increase in 
severity and duration. During some of these episodes there was 
mild cyanosis. The baby was hospitalized at Community Hospital, 
Elk City, Okla. The results of blood determinations and urinaly- 
sis were as follows: red blood cell count 4,200,000 per cubic 
millimeter, hemoglobin 12.8 gm. per 100 cc., white blood cell 
count 6,700 per cubic millimeter; the urine had a pH of 6.5, 
contained no sugar, albumin, or acetone and was normal on 
microscopic examination. The temperature reached a high of 
101 F after one convulsion, but this was the only time any 
elevation occurred. Physical examination, including neuro- 
logical and cphthalmoscopic examinations and a blood pressure 
determination, revealed no abnormality. The only other medica- 
ment the baby had received at any time had been a patented 
teething lotion containing bromide salts in small quantities. This 
was rubbed on the infant’s gums several times during the week 
before the onset of the convulsions. The convulsions continued 
to occur at intervals of two or three hours. A spinal fluid ex- 
amination showed a clear spinal fluid with 4 cells per cubic 
millimeter, protein 48 mg. per 100 cc., and sugar 70 mg. per 
100 cc.; a culture showed no growth. The blood studies showed 
8.2 mg. of calcium per 100 cc. and 5 mg. of phosphorus per 
100 cc. 

A neurologist was consulted, but no additional abnormal 
physical condition was found. Chloral hydrate was given as an 
anticonvulsant, and on the next day only one convulsion oc- 


1. Grunberg, E., and others: Mycological Studies with New Benzothi- 
ozole with Specific Activity Against Dermatophytes, Tr. New York Acad. 
Sc. 13:22 (Nov.) 1950. Ravits, H. G.: Treatment of Superficial Derma- 
tomycoses with Asterol® Dihydrochloride, J. A. M. A. 148: 1005 
(March 22) 1952; Fungicides, Chem. Abst. 28: 4852, 1934. 

2. Stritzler, C.; Fishman, I. M., and Laurens, S.: Treatment of Super- 
ficial Fungus Infections with New Antifungal Agent, Tr. New York 
Acad. Sc. 13:31 (Nov.) 1950. 
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curred. Two days later all medication was discontinued, and the 
child continued to be free from convulsions. At present, he jg 
still doing well but has not yet regained his usual alertness and 
bright attitude. He has had no more convulsions and no further 
medication. 
COMMENT AND CONCLUSION 

No definite proof could be found of the cause of con- 
vulsions in this child. Absorption of asterol® dihydro- 
chloride through the skin is possible because it is highly 
water soluble. Large quantities of asterol® dihydrochlo- 
ride had been applied to the baby’s skin by an overzealous 
mother as treatment for his ringworm, which is now ap. 
parently cured. Physical examination and complete labo- 
ratory studies revealed no other cause for the convulsions. 
The pattern of the baby’s course indicates intoxication as 
a cause of the convulsions. Clinical caution should be 
exercised in the use of this product to prevent excess 
absorption of it by small children and infants. 


1705 W. Second St. 


MEDIASTINAL BRONCHOGENIC CYST AND 
KLIPPELFEIL SYNDROME 


REPORT OF A CASE 
Col. Allen N. Bracher (MC), United States Army 


and 
Amos R. Koontz, M.D., Baltimore 


Bronchogenic cysts either are rare or are rarely re- 
ported. In 1889 Hare ' collected 520 cases of mediastinal 
disease from the literature and did not find any cases of 
bronchogenic cyst. From a review of the cases of con- 
genital cysts of the lung reported by one of us (A. R. K.) 
in 1925,” it is now obvious that some of them were 
bronchogenic cysts, namely, those of Stilling,’ Zahn,‘ 
Linser,> Hammar,® Buchmann‘ (one of the five cases 
reported by him), and Gold * (probably all of his four 
cases). If the case reported by Meyer” in 1859, of a 
six-month fetus, in which there was found a cyst the size 
of a hazelnut at the hilus of the right lung, communicating 
with the bronchus, was that of a true bronchogenic cyst, 
this case is probably the first on record. 


Former Chief of Surgery, United States Army Hospital, Camp Pickett, 
Va. (Colonel Bracher), Consultant in Surgery for the Surgeon General, 
United States Army, and for the Surgeon, Second Army (Dr. Koontz). 

1. Hare, H. A.: The Pathology, Clinical History, and Diagnosis of 
Affections of the Mediastinum Other Than Those of the Heart and Aorta, 
with Tables Giving the Clinical History of Five» Hundred and Twenty 
Cases, Philadeiphia, P. Blakiston’s Son & Co., 1889. 

2. Koontz, A. R.: Congenital Cysts of the Lung, Bull. Johns Hopkins 
Hosp. 37: 340-361 (Nov.) 1925. 

3. Stilling, H.: Eine Flimmercyste des Mediastinum anticum, Arch. ! 
path. Anat. 114: 557-560, 1888. 

4. Zahn, F. W.: Uber mit Flimmerepithelien ausgekleidete Cysten des 
Osophagus, der Pleura und der Leber. Beitrag zur Lehre von den ange 
borenen Mucoidcysten, Arch. f. path. Anat. 143: 170-187, 1896. 


5. Linser, P.: Uber einen Fall von congenitalem Lungen-adenom, 
Arch. f. path. Anat. 157: 281-297, 1899. 

6. Hammar: Ein Fali von Nebenlunge bei einem Menschenf6tus von 
11.7 mm. Nachenlange, Beitr. z. path. Anat. u. z. allg. Path. 36: 51% 
527, 1904. 

7. Buchmann, E.: Zur Lehre der fotilen Lungenatelektase und der 
fotilen Bronchiektase. Frankf. Ztschr. f. Path. 8: 263-303, 1911. 

8. Gold, E.: Uber Bronchuscysten und deren Entstehung, Beitr. z. path. 
Anat. u. z. allg. Path. 68: 278-296, 1921. 

9. Meyer, H.: Uber angeborene blasige Missbildung der Lungen, nebs 
einigen Bemerkungen tiber Cyanose aus Lungenleiden, Arch. f. path. 
Anat. 16: 78-95, 1859. 
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In 1937 Alford *° stated that mediastinal cysts of 
bronchogenic origin had been described in the European 
journals by Joél,'' Gold,* Mathias,'* Sultan,'* Nossen,'* 
and Preuss,'® and in the American literature only by 
Mixter and Clifford.'* Alford reported a case of his own 
ina 7/2-month-old infant. 

In 1940 Heuer and Andrus "’ collected 25 cases of 
mediastinal bronchogenic cysts from the literature and 
added one of their own. In 1944 Brown and Robbins '* 
reported 21 cases of bronchogenic cysts of the lung or 
mediastinum operated on at the Massachusetts General 
Hospital from 1934 to 1943. Twelve of the cysts were 
of the mediastinum, and 9 were of the lung. Of the 
mediastinal cysts 10 were clean and 2 infected. Of the 
cysts of the lung, two were clean and seven infected. In 
1945 Laipply ** found that 34 cases of mediastinal cysts 
of the bronchial type had been reported. He reported 
another case, making a total of 35 cases. In 1946 
Blades *° reported that of a total of 109 patients operated 
on for mediastinal tumor at Army Thoracic Surgery 
Centers in the United States, 23 of the tumors were 
bronchogenic cysts. In 1947 Moersch and Clagett *' re- 
ported 44 cases of pulmonary cysts of the bronchogenic 
type operated on at the Mayo Clinic during the previous 
\0 years. The diagnosis was confirmed in each case by 
microscopic examination. Bronchogenic cysts of the 
mediastinum were not included in their study. In 1948 
Maier ** added eight cases of his own to the reports of 
bronchogenic cysts of the mediastinum. In 1949 Hardy ** 
reported a case and reviewed the literature. He found 
that 82 cases had been previously reported, all but 3 of 
them in adults. Since then cases have been reported by 
Jobin ** (two of the mediastinum and four of the lung), 
Behrend and Kravitz ** (sarcoma arising in a broncho- 
genic cyst), Adams,** and probably others. 


EMBRYOLOGIC DEVELOPMENT 


Jobin has given a brief, but to all practical purposes 
adequate, description of the origin of these cysts as 
follows: 

The foregut divides around the fifth week of the embryo’s 
life into two parts: one, the tracheal or ventral bud, which will 
later develop into the respiratory tract, and the other, the 
esophageal bud, which will form the digestive tract. When this 
division takes piace, it may happen that a group of cells is 
included in tissues where they do not belong. This particular 
group of cells will later form into a cyst. This cyst will come 
under the name of bronchogenic, if the cells come from the 
bronchial bud, and as esophageal or gastric if the cells are 
detached from the esophageal bud. These cysts will be found 
mainly in the mediastinum and generally they lose their con- 
nection with the bronchial tree. 


LOCATION 
As stated above, bronchogenic cysts are generally 
found in the mediastinum. They are frequently found in 
the posterior mediastinum or in the posterior portion 
of the superior mediastinum, usually near the bifurcation 


of the trachea and occasionally communicating with the 
bronchi or the trachea ( Hardy). 


PATHOLOGICAL DESCRIPTION 
These tumors are generally smooth in appearance. 


They may be ovoid or round. They usually contain a 
‘lear or opaque fluid, which is thick, viscid, or jelly-like. 
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They may exert pressure on the trachea or esophagus. 
As a rule the lumen of the cyst does not communicate 
with a bronchus or the trachea. The histological appear- 
ance of the cyst wall has been reported by many authors, 
notably Blackader and Evans,*’ Rach,** Sellors,*’ Carl- 
son,*” Moersch and Clagett,*! Maier,** Hardy,** and 
Jobin.** All elements of the bronchial wall may be con- 
tained in the cyst. However, these elements are not 
uniform in their incidence or in their arrangement. There 
is generally ciliated cylindrical epithelium, mucous 
glands, fibrous tissue, elastic tissue, smooth muscle fibers, 
and cartilage. Some of these may be missing, and there 
is a great variation in the arrangement and proportion 
of the various tissues, which, of course, is not character- 
istic of a normal bronchial wall. 


METRIC | 


| INCHES | | | 
‘ i | ‘ | ea 
Fig. 1.—Gross appearance of the cyst after removal. 


SYMPTOMS 
In the great majority of the cases there are no symp- 
toms. When symptoms do occur, they result from the 
size and location of the tumor. Pain in the chest is the 
commonest symptom. This is usually not severe, and it 
is often substernal. Epigastric pain may occur. Cough is 
the next commonest symptom. Dyspnea or dysphagia 


10. Alford, J. E.: Congenital Bronchogenic Cyst of the Mediastinum: 
Report of a Case. J. Pediat. 11: 550-555 (Oct.) 1937. 

11. Joél, J.: Ein Teratom auf der Arteria pulmonalis innerhalb des Herz- 
beutels, Arch. f path. Anat. 122: 381-386 (Nov.) 1890. 

12. Mathias, E.: Uber eine Tracheobronchialzyste im Perikard, Ver- 
hand]. d. deutsch. path. Gesellsch. f. Chir. 19: 306-307, 1923. 

Bs Sultan, G.: Bronchuscyste, Zentralbl. f. Chir. 52: 869-873 (April 18) 
1925. 

14. Nossen, H.: Tod unter dem Bilde der Lungenembolie durch Zyste 
im Perikard, Deutche med. Wchnschr. 51: 1150-1151 (July 10) 1925. 

15. Preuss, J.: Ueber Bronchuszysten, Deutsche med. Wehnschr. 51: 
1823 (Oct. 30) 1925. 

16. Mixter, C. G., and Clifford, S. H.: Congenital Mediastinal Cysts of 
Gastrogenic and Bronchogenic Origin, Ann Surg. 90: 714-729 (Oct.) 
1929, 

17. Heuer, G. J., and Andrus, W. DeW.: The Surgery of Mediastinal 
Tumors, Am. J. Surg. 50: 146-224 (Oct.) 1940. 
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may occur. If the cyst is infected and communicates with 
the bronchus, there may be expectoration of foul sputum, 
or hemoptysis. 
DIAGNOSIS 

The diagnosis is almost always made by roentgen- 
ographic study. The difference in density between the 
cysts and the surrounding tissues as a rule makes them at 
once evident on x-ray examination. Many, not previously 
suspected, are found on routine x-ray examinations. 
Blades stressed the importance of routine examinations 
and stated that, if the diagnosis of a mediastinal tumor 
must await clinical manifestations, the chances of cure 
are remote. 


METRIC | 3 


INCHES. 


Fig. 2.—Gross appearance of the inside of the cyst. 


The rapid increase in the number of cases reported in 
the last 15 years would make one think that possibly 
these cysts are not as rare as they have been thought to 
be in the past. More frequent routine x-ray examinations 
probably account for the increased number of reported 
cases. Possibly they should be thought of and looked for 
more frequently than they have been. 


REPORT OF A CASE 


History.—The patient, a white man aged 26, was admitted to 
the Army hospital at Camp Pickett, Va., on May 15, 1951. His 
chief complaint was pain in the back of the neck and at the 
base of the spine. He first started having trouble at the age of 
16. At that time he had an injury while playing football, which 
called his attention to his trouble. For as long as he could 
remember, his neck had been bent to the left; he stated that it 
was formerly worse than it was on admission. He had been 
rejected by the Navy during World War II and had been rejected 
by the Army twice because of curvature of the spine before he 
was finally inducted into the service, in September, 1950. There 
was no family history of skeletal abnormalities or other familial 


disease. 


18. Brown, R, K., and Robbins, L. L.: The Diagnosis and Treatment of 
Bronchiogenic Cysts of the Mediastinum and Lung, J. Thoracic Surg. 13: 
84-105 (April) 1944. 

19. Laipply, T. C.: Cysts and Cystic Tumors of the Mediastinum, Arch. 
Path. 39: 153-161 (March) 1945. 

20. Blades, B.: Mediastinal Tumors: Report of Cases Treated at Army 
Thoracic Surgery Centers in the United States, Ann. Surg. 123: 749-765 
(May) 1946. 

21. Moersch, H. J., and Clagett, O. T.: Pulmonary Cysts, J. Thoracic 
Surg. 16: 179-194 (April) 1947. 

22. Maier, H. C.: Bronchiogenic Cysts of the Mediastinum, Ann. Surg. 
127: 476-502 (March) 1948. 

23. Hardy, L. M.: Bronchogenic Cysts of the Mediastinum, Pediatrics 
4: 108-113 (July) 1949. 
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Physical Examination.—The temperature, pulse rate, respira. 
tion, and blood pressure were normal. The patient was welj 
developed, short, and stocky. The neck was large, thick, shorter 
than normal, and tilted to the left. There was scoliosis in the 
cervical and upper thoracic region, with the convexity to the 
right. There was winging of the left scapula, atrophy of the right 
gluteus muscle group, atrophy of the right thigh, and dimpling 
over the fourth and fifth lumbar vertebrae. The eyegrounds were 
normal. 

Laboratory Data.—The blood and urine were normal. The 
Kahn reaction was negative. 

Roentgenologic Data.—X-ray examination, done on May 16 
showed congenital anomalies in the cervical and upper thoracic 
portion of the spine with areas of segmentation and congenital 
fusion of the bodies of the third, fourth, and fifth cervical 
vertebrae with hemivertebrae, and absence of the left half of 
the third thoracic vertebra. There were no abnormalities of the 
lumbar region. There was an intrathoracic rounded, circum. 
scribed mass of soft tissue density, about the size of a lemon, 
adjacent to the left anterior margin of the lower thoracic part of 
the spine. Examinations of the skull revealed no abnormalities 
in the bones of the cranial vault. A roentgenogram of the barium- 
filled esophagus revealed no abnormalities of this structure, and 
the lower end of the esophagus was directly anteromesial to the 
soft tissue mass but unrelated to it. There was no evidence of a 
hiatus hernia. 

Diagnosis.—The diagnoses were (1) Klippel-Feil syndrome, 
and (2) bronchogenic cyst of the mediastinum. 


Fig. 3.—Microscopic appearance of a section through the cyst wall. 


Operation.—The patient underwent operation on July 12, 
1951. The left thoracic cavity was entered after excision of most 
of the eighth rib. The lung was retracted. An encapsulated, soft, 
nonpulsating mass, 6 cm. in diameter, was found overlying the 
aorta at the level of the diaphragm. The mass was covered with 
parietal pleura and was adherent to the posterior thoracic wall, 
the diaphragm, and the posterior mediastinum. It was freed by 
a combination of sharp and blunt dissection. A pedicle attached 
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to the diaphragm was ligated, and the tumor was excised intact. 
There were no attachments to bronchus or lung. The chest was 
closed in the conventional manner in layers with interrupted silk 
sutures. 

The patient received 500 cc. of blood and 1,000 cc. of 5% 
glucose in distilled water during the operation. He was returned 
to his ward in good condition. 


Fig, 4.—Ciliated pseudostratified columnar epithelium lining the inside 
of the cyst (high power magnification). 


Pathological Observations.—Grossly the specimen was a turgid 
cystic mass, 6 cm. by 4.5 cm. in diameter (fig. 1). The cyst con- 
tained extremely viscid yellowish mucoid material. The cyst wall 
averaged 3 mm. in thickness and the lining was yellowish and 
slightly trabeculated and appeared somewhat like skin. At one 
place there was a yellowish plaque, possibly cartilage. A definite 
dermoid process could not be seen. 

Microscopically the cyst was lined by pseudostratified colum- 
nar epithelium, which in many areas was definitely ciliated. The 
plaque-like area proved to be made up of hyalinized squamous 
epithelium, which was partially replaced by large xanthoma cells. 
In one area these cells were arranged in cords and bore a super- 
ficial resemblance to liver cells. In one area the lining was 
definitely squamous in type. The wall of the cyst was made up 
of two, and in a few places three, distinct layers of smooth 
muscle, like the gastrointestinal tract and the bladder, respective- 
ly. Scattered about in these muscle layers were mucous and 
serous glands, some of which were dilated and filled with pink- 
staining secretion. No cartilage or hair follicles could be seen. 

The diagnosis was congenital cyst of bronchial origin, showing 
squamous metaplasia. In spite of the similarity in one area to 
esophagus, the predominance of ciliated epithelium like that 
lining bronchi and nasopharynx would seem to rule out the 
possibility of reduplication of the esophagus (fig. 2, 3, and 4). 

Postoperative Course.—The patient had a relatively unevent- 
ful convalescence, except for a small amount of left-sided pleural 
effusion. He was given aureomycin, and the effusion promptly 
cleared up. A roentgenogram of the chest on July 27 indicated 
complete resolution of the fluid. He was sent on convalescent 
lave on Aug. 11. On Sept. 5 the white blood cell count and 
hemoglobin were normal. A roentgenogram of the chest showed 
‘light haziness in the base of the left lung. The patient was then 
engaging in full activities and ready to return to full duty. 
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SUMMARY 


Another case of bronchogenic cyst of the mediastinum 

is reported. The cyst, as is generally the case, did not 
communicate with a bronchus. The cyst wall contained 
most of the elements normally found in the wall of a 
bronchus but did not contain cartilage. As not infre- 
quently happens in cases of congenital defect, the condi- 
tion was associated with other congenital anomalies, 
including the Klippel-Feil syndrome. 


1014 St. Paul St. (2) (Dr. Koontz). 


TRUE KNOT OF UMBILICAL CORD 
RESULTING IN FETAL DEATH 


REPORT OF A CASE 
Capt. William F. Peterson (MC), U.S.A. F. 


The occurrence of true knot of the umbilical cord is 
not rare; however, for such a knot to be pulled tight 
enough in utero to cause fetal death is a rare occurrence. 
Cases resulting in fetal death prior to the onset of labor 
are believed to be especially rare. Hennessy,' in review- 
ing the literature on this subject in 1944, found a total 
of 25 reported cases of true knot of the cord, to which 
he added 7 cases of his own. In 14 of these the knot was 
tight enough to result in fetal death, and in 10 death 
occurred prior to the onset of labor. Another case of true 
knot of the cord in which fetal death occurred prior to 
the onset of labor is herewith reported. 


REPORT OF A CASE 


Mrs. E. H., a 24-year-old white primigravida, was first seen in 
the prenatal clinic when she was about 4 months pregnant. Her 
expected date of confinement was March 10, 1951. The patient's 
previous history w~s normal; however, physical examination re- 
vealed a slightly enlarged thyroid gland and a blowing aortic 
systolic murmur. A cardiac consultation confirmed the presence 
of the murmur, but no cause could be found. As the patient 
had no referable symptoms, a course of watchful waiting was 
advised. The results of blood tests, urinalysis, Wassermann test, 
and chest roentgenographic examination were normal. The blood 
type was O, Rh positive. The basal metabolic rate was +6. The 
blood pressure was 110/65 mm. Hg. 

The prenatal course was completely uneventful until March 
9, 1951, at which time the patient suddenly noted extremely 
vigorous fetal activity, followed by complete cessation of all 
fetal movements. There was no antecedent or associated pain, 
bleeding, or trauma. The membranes were intact. The patient 
did not report this until her routine prenatal check on March 
13, 1951. At this time, physical examination failed to reveal 
any fetal activity or heart sounds. The abdomen was soft, non- 
tender, and of a size compatible with a term pregnancy. Roent- 
genograms revealed a positive Spalding’s sign; however, the 
fetus appeared to be otherwise normal and was in the vertex 
presentation. The patient was admitted to the hospital on March 
14, 1951, and on March 15, 1951, the membranes were arti- 
ficially ruptured with ease, releasing what appeared to be a 
normal amount of meconium stained amniotic fluid. The patient 
went into active labor, and after six hours she was given spinal 
anesthesia and was easily delivered with low forceps of a still- 
born macerated male infant from the left occipitoanterior posi- 
tion, after a right mediolateral episiotomy. There were no loops 
of cord around the neck, body, or arms of the baby at this time. 


1. Hennessy, J. P.: True Knots of the Umbilical Cord, Am. J. Obst. 
& Gynec. 48: 528-536, 1944. 
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The placenta was expressed intact and found to be in good 
condition, with no infarcts or hematomas. The cord contained 
a true knot, drawn tightly, located 15 cm. from the placental 
insertion (see figure). The cord appeared degenerated through- 
out its course; however, this was most noticeable on the fetal 
side of the knot. It was 53 cm. in length. The patient was re- 
turned to the ward in good condition after routine episiotomy 
repair. Her postpartum course was uneventful, and she was dis- 
charged from the hospital on March 19, 1951. Examination of 
the fetus failed to reveal any gross abnormalities other than 
maceration. Permission for autopsy was denied. 


COMMENT 


Many theories have been advanced in attempts to 
explain the cause of this condition.* An excessively long 
cord, a small infant, excessive amounts of amniotic fluid, 
and monoamniotic twins, in the presence of active fetal 
movements, are believed to be important predisposing 
factors. It was formerly believed impossible for a knot to 
become tight enough, prior to the onset of labor, to 


Umbilical cord showing true knot that resulted in fetal death. 


obliterate the fetal circulation. This concept was enter- 
tained on the basis of Tardieu’s (quoted by Browne *) 
report that the pulsations of the cord and the swelling of 
the vessels on the placental side induce loosening of the 
knot. Browne,’ using various weights and pressures, 
modified this theory by showing that under certain con- 
ditions more pressure is required to force blood through 
the knot than can be exerted by the fetal heart. The knot 
apparently becomes tightened by the weight or move- 
ments of the fetus. The tightening is exaggerated if the 
cord is materially shortened by the knot, if the cord is 
looped around the body, neck, or arms of the fetus, or 
if both these conditions exist. 

A diagnosis of true knot of the cord can usually be 
suspected if complete lack of fetal movements following 


2. von Winckel, F.: Lehrbuch der Geburtshiilfe, Leipzig, 1889. p. 352. 
Gardien, C. M.: Dictionnaire de sciences médicales, Paris, 1813, vol. 1, 
p. 337. 

3. Browne, F. J.: Abnormalities of the Umbilical Cord Which May 
Cause Antenatal Death, J. Obst. & Gynec. Brit. Emp. 32: 17-48, 1925. 
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vigorous fetal movements is noted and if no other ab. 
normality can be found to explain this condition. Up- 
fortunately, establishing the diagnosis is often of merely 
academic interest, for intervention can rarely be timely 
enough to produce a living infant. 


United States Air Force Hospital, Wiesbaden, Germany, 


LEPTOSPIROSIS DUE TO 
LEPTOSPIRA GRIPPOTYPHGSA 


FIRST REPORT OF OCCURRENCE IN 
UNITED STATES 


Robert S. Spain, M.D. 
and 


Glenn T. Howard, M.D., McKinney, Texas 


Leptospirosis in the United States has been limited 
largely to infections with Leptospira icterohaemorrhagiae 
(Weil’s disease), Lept. canicola, and Lept. bataviae.’ 
Several instances of infection with Lept. pomona (swine- 
herd’s disease) have been recorded in the last two years.’ 
Although additional species are found in Europe and 
elsewhere, they have not been previously reported in the 
Western Hemisphere. The following case report of infec- 
tion with Lept. grippotyphosa is believed to represent the 
first known instance of this disease in the United States. 


REPORT OF A CASE 


A 62-year-old white farmer from Sadler, Texas, was ad. 
mitted to the Veterans Administration Hospital on Nov. 9, 1951, 
complaining of generalized aching, which was most pronounced 
in the legs, a warm feeling below the waist of one week’s dura- 
tion, and swelling of the legs below the knees for three days. 
All symptoms had become progressively worse. For four days 
he had noticed orange-colored urine and for one day, putty- 
colored stcols. On the day of admission, his wife had noticed 
that his face was yellow. He had complained of a moderately 
severe frontal headache since the onset. Anorexia and some con- 
stipation had been present since the onset, but there had been 
no nausea, vomiting, or diarrhea. There was no history of fever, 
itching, photophobia, or conjunctivitis. The past history, family 
history, and medical history were not contributory. None of the 
farm animals had been sick, and there had not been an unusual 
number of rats around the barn. Drinking water was obtained 
from a well on his farm, and the milk was obtained from 4 
cow that had been tested negative for brucellosis and tuber- 
culosis. The patient had not been out of the country since 1919. 

Physical examination revealed ‘a well-developed, well-nour- 
ished, lucid, 62-year-old man who appeared acutely ill. His 
temperature was 100.4 F, and his pulse rate was 84 per minute. 
His skin was dry and moderately jaundiced, but no rash was 
noted. The conjunctivas were suffused, and the scleras were 
icteric. There was moderate pitting below the knees and slight 
presacral edema. The lungs were clear to percussion and aus- 
cultation. The heart was not enlarged; the rhythm was normal, 
and there was a faint blowing apical systolic murmur. The liver 
and spleen were not palpable. The remainder of the physical 
examination showed no unusual results. 

Laboratory data on admission revealed a white cell count o! 
24,400, with 92% neutrophils and 8% lymphocytes. The sedi- 
mentation rate was 48 mm. per hour. Urinalysis showed 10 


From the Department of Medicine, Veterans Administration Hospital. 
McKinney, Texas, and Southwestern Medical School of the University of 
Texas, Dallas, Texas. (Dr. Spain is now at the University Hospital. 
Chapel Hill, N. C.) 

1. Sacks, M. S.: The Problems of Leptospirosis, editorial, Ann. Ist 
Med. 33: 481-486 (Aug.) 1950. 

2. Schaeffer, M.: Leptospiral Meningitis: Investigation of a Water: 
Borne Epidemic Due to L. Pomona, abstracted, J. Clin. Investigator 
30: 670-671 (June) 1951. 
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unusual results except for the presence of bile. Liver function 
studies initially revealed a 4+ cephalin-cholesterol flocculation, 
thymol turbidity of 13 units at pH 7.8, alkaline phosphatase of 
7.7 Bodansky units, serum bilirubin of 12.5 mg. per 100 cc., 
with a direct van den Bergh result of 8.5 mg. and an indirect 
result of 4 mg. per 100 cc. The total serum protein was 4.9 
gm. per 100 cc., with 2.6 gm. per 100 cc. of albumin and 2.3 
gm. per 100 cc. of globulin; the total cholesterol was 196 mg. 
per 100 cc., with cholesterol esters 70 mg. per 100 cc. (esteri- 
fication ratio of 36%). Blood urea nitrogen initially was 25 mg. 
per 100 cc. 

The hospital course is charted graphically on the accompany- 
ing figure. Under general treatment of bed rest, salt restriction, 
and high protein and high caloric diet with supplementary 
vitamins, the fever continued, with daily elevation to 101 F. On 
Nov. 13, 1951, the 12th day of illness, the patient appeared lethar- 
gic, and increased conjunctival injection was noted. Spinal fluid 
examination on that date showed xanthochromic fluid under 
normal pressure, sugar 100 mg. per 100 cc., proten 90 mg. per 
100 cc., and no increase in cells. Dark-field examinations and 
guinea pig inoculations of blood, urine, and spinal fluid showed 
normal results. Treatment with aureomycin (4 gm. per day) 
was started on the 12th day of disease and continued for 10 
days. Fever gradually subsided after the 15th day of illness 
and remained normal after the 20th day except for a slight 
secondary rise during the fifth week of illness. Diuresis began on 
the 13th day and continued for 10 days, resulting in a weight 
loss of 39 Ib. (17.7 kg.). All laboratory data now showed normal 
results, and the patient was ambulatory by time of discharge, 
47 days after onset of the illness. 

Agglutination studies of the blood performed in two inde- 
pendent laboratories gave positive tests for Lept. grippotyphosa 
in rising concentrations. No agglutinins for other leptospirae 
were demonstrated. 

COMMENT 

The clinical syndrome attributed to Leptospira grippo- 
typhosa has been variously termed mud fever, swamp 
fever, slime fever, August fever, field fever, and Schlamm 
fieber.* The disease entity has been known to exist in 
Europe since the 18th and 19th centuries, when it was 
epidemic in Germany. Subsequently, it has been recog- 
nized in widespread areas of eastern Europe, notably the 
Danube, Elbe, and Oder valleys and Russia.‘ Identifica- 
tion of the causative organism is credited to Tarasoff, 
who, during an epidemic in Moscow in 1928, isolated a 
strain of Leptospira serologically different from previ- 
ously described species. He named it Lept. grippotyphosa 
aquatilis because of clinical symptoms that were con- 
sidered to be of typhoid character.* 

The principal animal reservoirs have been found to be 
the field vole (Microtus agrestis), the wood mouse 
(Apodemus sylvaticus), and the bank vole (Evotomys 
glareolus), animals that presumably contaminate water 
and mud with urine.* Human infection occurs chiefly 
among field workers in swampy districts, especially dur- 
ing hay harvest. Presumably, infection occurs from water 
contaminated with animal urine containing leptospirae. 
The disease is most commonly observed among young 
adult men, probably because of occupational exposure.* 

The clinical picture is variable but is described as re- 
sembling a mild attack of Weil’s disease without jaun- 
dice.’ The incubation period of 2 to 10 days is usually 
followed by sudden onset with chills, fever, headache, 
and pain in the back and limbs. Conjunctivitis, nausea, 
Vomiting, diarrhea, and symptoms of renal involvement 
may develop. Macular eruptions over the body and face 
have been observed on the third or fourth day in some 
patients. Inguinal adenitis may occur. Meningitis may be 
4 prominent feature in some instances, and jaundice ap- 
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parently is uncommon. The disease usually runs a benign 
course, with moderate fever for five to seven days, which 
gradually declines. Secondary rises in temperature have 
been noted one or two days after defervescence. The 
diagnosis is based on the presence of specific agglutinins 
in the blood, the titer often exceeding 1:1,000 by the 
second week. Cross agglutination with other species of 
Leptospira apparently does not occur." Leptospirae may 
be demonstrated by dark-field examination of the blood 
during the first two days of the disease. Virulence of Lept. 
grippotyphosa for guinea pigs is low or absent. The mor- 
tality rate of the human disease according to Topley and 
Wilson is 0.4% .* Antibiotic therapy has not been demon- 
strated to be of benefit in infection caused by Lept. grip- 
potyphosa,* this being consistent with recent reports of 
experience with antibiotics in other forms of lepto- 
spirosis.° 

The clinical picture of this patient differs from that 
described in the European literature in the total duration 
of illness, in the severity of the liver disease, and in the 
absence of skin manifestations and significant meningitic 


| | 
| 
100 4 
99 | 
Therapy Avreomycin 10 6 hr. 
Severity 
of 
Symptoms 
Agglutination |} (A) 400 £25,600 
12,560 2,360 £8320 
Cholesterol 196 238 336 287 
esters 42 236 


Hospital course of patient with leptosp'rosis. Temperature deviations 
from normal are represented by shaded areas. (A) represents agglutination 
titers determined at Army Medical Service Graduate School, and (B) 
represents titers determined at Southwestern Medical College. 


reaction. Failure to recover the organism by dark-field 
examination and guinea pig inoculation emphasizes the 
necessity for agglutination studies. The equivocal effect 
of antibiotic therapy is demonstrated in this instance. 
The discovery of one case in the United States makes 
it highly probable that other unrecognized instances of 
infection with this agent have occurred. In view of the 
mildness of the symptoms and the self-limited nature of 
the disease, it may escape recognition and be diagnosed 


3. Wilson, G. S., and Miles, A. A.: Topley and Wilson's Principles 
of Bacteriology and Immunity, ed. 3, Baltimore, Williams & Wilkins 
Company, 1946, p. 1836-1837. 

4. Buckland, F. E., and Stuart, R. D.: Mud Fever (Leptospirosis) 
in the British Army in France, Lancet 2: 331-332 (Sept. 15) 1945. 

5. Tarasoff, S.: Sur la découverte de l’agent infectieux de la schiamm- 
fieber ou Leptospirosis grippo-typhosa aquatilis, Ann. Inst. Past. 46: 
222-225 (Feb.) 1931. 

6. Rimpau, W.: Systematische Untersuchungen von Feldmiusen auf 
Leptospiren, Miinchen med. Wchnschr. 89: 991-992 (Nov. 20) 1942, and 
90: 48 (Jan. 15) 1943; abstracted in Bull. Hyg. 20: 82-83 (Feb.) 1945, 

7. Wilson and Miles.* Buckland and Stuart.‘ 

8. Lefebvre des Nottes, R. A.; Seigneuric, C., and Kolochine-Erber, B.: 
Contribution 4 I’étude de la leptospirose 4 “Leptospira grippo-typhosa,” 
fiévre des marais, fi¢vre de la vase: Une épidémie estivale de 77 cas en 
milieu militaire, Presse méd. 58: 1189-1192 (Oct.) 1950. 

9. Hall, H. E., and others: Evaluation of Antibiotic Therapy in Human 
Leptospirosis, Ann. Int. Med. 35: 981-998 (Nov.) 1951. 
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as infectious hepatitis or fever of unknown origin. It is 
conceivable that leptospirosis is more prevalent in the 
United States than is recognized and that discovery of 
additional cases is dependent on wide application of the 
agglutination test in instances of fever of undetermined 
origin, hepatitis, or aseptic meningitis. The presence of 
leukocytosis and conjunctivitis is considered to be sug- 
gestive of leptospirosis in cases that otherwise might be 
considered to be of viral etiology. 


SUMMARY 


A case of infection due to Leptospira grippotyphosa is 
discussed. This is believed to be the first case occurring 
in the United States. The disease in this patient differed 
from the typical mud fever of Europe in the total dura- 
tion of illness, the severity of the liver disease, and the 
absence of skin manifestations and of significant menin- 
gitic reaction. Emphasis is placed on the importance of 
development of agglutinins in the serum for identification 
of the disease. The knowledge of the existence of this 
infection in the United States and the presence of a 
specific agglutination test suggest that additional in- 
stances of this disease will be recognized. 


SPECIAL ARTICLE 


Following is the sixth and last article in a series of articles 
on cancer.—ED. 


THE PHYSICIAN AND THE CANCER PATIENT 
Samuel G. Taylor 111., M.D. 


and 
Danely Slaughter, M.D., Chicago 


Fortunately for the physician, the majority of human 
ills for which he is consulted are self-limited or are only 
matters of temporary discomfort that can be remedied 
with relative ease. Nevertheless, every human being must 
have one fatal disease or accident. From the philosophi- 
cal standpoint it could be argued that life itself is the 
only inevitably fatal condition, yet it is obvious that there 
are many pathological states that result in inexorable 
death. These fatal diseases have been progressively elimi- 
nated by advances in medical science until there are 
only three main categories of causes of fatality, namely, 
cardiac failure and the degenerative diseases in the broad 
sense, accidents and war, and malignant neoplastic dis- 
eases. 

Of death due to these three problems, death due to 
cancer is the most preventable from the standpoint of 
the individual physician. Therein lies the tragic irony of 
this disease. Death from cancer should be unnecessary, 
because practical knowledge today makes possible the 
exact diagnosis of most early cancers, and likewise makes 
possible its cure. To effect this happy result of cure of 
early cancer, however, requires some knowledge and 


From the Department of Medicine and Surgery, University of Illinois 
and Presbyterian Hospital. 
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awareness on the part of the public, and, more important, 
considerable alertness on the part of the physician who 
first examines the patient. The responsibility of both 
parties in this effort is great, but that of the physician js 
obviously paramount. The subtle tissue changes of early 
cancer are easily missed on a cursory physical examina- 
tion, yet the physician who first sees the patient with early 
cancer literally holds that person’s life in his hands. 

The articles in the lay press and the propaganda of the 
American Cancer Society have done a great deal (some 
persons feel too much) to keep this subject before the 
public. This has undoubtedly produced some psycho- 
neurosis, but has also brought the patient to the physician 
with many early lesions that might well have been ignored 
before the advent of this propaganda. 

In a survey of patients with cancer in whom there had 
been a fatal delay in diagnosis, it was found that the pa- 
tient had delayed seeking medical advice in 31.2% of 
cases in the year 1948. The delay was the fault of the 
attending physician in 23.4% of cases. In a similar group 
in the years 1923 to 1948 the fault could be traced to 
the patient in 44.3% and to the physician who first saw 
the patient in 17.0%. This of course does not mean that 
delay in diagnosis due to the physician is increasing, 
but that the patient has improved faster in this regard 
than the physician. Certain types of malignancy are im- 
possible to diagnose early with our present methods, but 
it must be remembered that about 50% of cancers are 
accessible on physical examination and 30% by proper 
investigation. It is the responsibility of the attending phy- 
sician to recognize potentially malignant lesions or to 
arrange for further diagnostic procedures so that all such 
lesions can be treated adequately. 


TECHNIQUE FOR DIAGNOSIS OF CANCER 


History and Physical Examination.—The goal of mak- 
ing every physician’s office a cancer detection center can 
never be reached if his practice demands that he see 30 
to 100 patients a day during his office hours. Men doing 
that type of practice should make no pretense of giving 
a patient an examination for cancer. To detect cancer in 
its early stages an adequate history of the patient’s com- 
plaints and a careful inventory by systems must be ob- 
tained. This is a time-consuming process, but there is no 
substitute procedure. A routine questionnaire similar to 
that developed by the Cornell Medical Center can be 
filled out by the patient and reviewed by the physician 
when he takes the patient’s history. Next the patient must 
be examined completely. A melanoma may be missed by 
not having a patient remove his shoes and socks, or an 
oral lesion by not adequately viewing the oral cavity. The 
examining finger on rectal examination must not be lim- 
ited to feeling of the prostate, but the possibility of a 
lesion in the bowel must be considered. Pelvic examina- 
tion, including a view of the cervix, is mandatory. Ideally 
a proctoscopic examination should be done on all pa- 
tients, but this is impractical. Certainly a careful proc- 
toscopic examination must be done in patients who have 
any rectal bleeding, change in bowel habits, or other 
symptoms referrable to the rectum. 

Roentgen Ray Examination.—It is not economically 
sound for all patients to have a gastrointestinal x-ray 
survey, but all symptoms that are referrable to the gas- 
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trointestinal tract or a questionable abdominal mass 
make this examination essential. A routine chest roent- 
genogram is a practical procedure for all patients, espe- 
cially as there is now no economic barrier in most com- 
munities because of the free service available through the 
various tuberculosis associations. Skeletal pain also 
necessitates roentgen ray examination. 


Laboratory Procedures.—A routine examination of 
the patient’s blood and examination of the stained smear 
is essential. Not infrequently leukemia is associated with 
a normal total white blood count, the cytological finding 
being the only clue. Unless the physician is sure that the 
technician has adequate knowledge of blood cell cytology, 
he should examine the smear himself. Anemia must 
always be explained, and a thorough search for its cause 
should be carried out before any therapy is started. 
Anemia may be a sign of early gastrointestinal cancer. 

A stool test for occult blood with a patient on a meat 
free diet is a good screen test for a malignant gastroin- 
testinal lesion and can be done routinely at little cost to 
the patient. A persistently positive benzidine or guaiac 
test is one of the simplest and most important observa- 
tions in clinical medicine. 

There is no serologic or chemical test for cancer that 
has been proved to be accurate enough for routine diag- 
nostic use; these tests are little more accurate than de- 
termination of the erythrocyte sedimentation rate. An 
exception to this is probably the electrophoretic pattern 
in multiple myeloma and the elevated acid phosphatase 
in carcinoma of the prostate. Routine cytological exami- 
nation on apparently normal persons to rule out the pres- 
ence of an early malignant lesion of the stomach, urinary 
tract, genital tract, and respiratory tract is not feasible, 
as there are not nearly enough pathologists adequately 
trained to interpret this procedure. Many commercial 
laboratories advertise this service, although they are not 
adequately staffed to perform it. This leads to a false 
feeling of security, or, just as bad, unnecessary surgical 
procedures. Despite the great advance in this technique, 
itis not practical as a routine procedure. We feel the use 
of this procedure should be limited to patients in the age 
groups in which cancer is most prevalent and to patients 
whose medical history is suggestive. If a lesion is visible, 
certainly it should be adequately biopsied, and therefore 
there is no need for studies of cell structure from desqua- 
mated tissue, for even if the desquamated tissue suggested 
the possibility of cancer, a biopsy would of necessity be 
done to verify this. The examination of desquamated 
tissue therefore should be done only in those medical cen- 
ters where special studies are being done with this tech- 
nique. 

When a lesion is discovered, either on routine exami- 
nation or because of the patient’s own observation, the 
responsibility of the attending physician increases. With 
a large number of lesions, the physician can be reason- 
ably sure no malignancy exists and the patient can be 
assured of its benignity. However, if there is any doubt 
in the physician’s mind, an adequate biopsy should be 
done immediately. 

Technique of Biopsy.—The actual diagnosis of cancer 
is made by microscopic definition, most accurately done 
on a block of the tumor tissue removed by biopsy. Biopsy 
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is not a difficult procedure on superficial lesions such as 
tumors of the skin and lip, and should of course be 
equally simple for oral tumors and lesions of the uterine 
cervix. When a fungating tumor is biopsied, no local 
anesthetic is required, because there are no nerves in 
tumor tissue. For this type of a lesion a “punch” biopsy 
forceps is the most useful. The cutting edges should be 
sharp so that tearing and crushing of the tissue is avoided. 
If the lesion is flat, and some normal tissue will be in- 
cluded, a few drops of procaine infiltrated at the site of 
the biopsy will ordinarily provide sufficient anesthesia. 
A bistoury blade, of the Bard-Parker no. 11 type, is the 
most useful to remove a wedge of tissue. Fine tooth for- 
ceps should be used to avoid crushing. The specimen 
should immediately be put into 40% formaldehyde solu- 
tion (“formalin”) before it is allowed to dry. Bleeding 
from the biopsy site should seldom require suture con- 
trol. Gauze pressure for a few moments will ordinarily 
stop it, or a small pledget of absorbable gelatin sponge 
(gelfoam*) can be used. 

The problem of how to do a biopsy is not as difficult 
as the decision as to which lesion requires a biopsy. When 
dealing with superficial lesions a safe rule is to biopsy 
any lesion of which one is not clinically certain. The 
procedure is so easy and harmless and the dividends so 
great when an early curable cancer is discovered that 
over-use of the biopsy should be encouraged rather than 
condemned. 

Biopsy of inaccessible areas requires specialty services. 
The indications for cystoscopy, bronchoscopy, and 
esophagoscopy should be unequivocal. Such simple signs 
as hematuria, difficulty in swallowing, or postmenopausal 
bleeding necessitate complete investigation of the organ 
systems involved. However, there are three areas in which 
the indications for biopsy may be controversial, namely, 
masses in the neck, lumps in the breast, and the “mole” 
that is suspected of malignant change. 

The diagnostic approach to tumors of the neck must 
be based on three premises. First, exclusive of goiter, 
most persistent swellings in the neck in the adult are 
malignant. This has been true since passage of the state 
laws requiring tuberculin testing of cattle. Second, most 
malignant tumors in the neck are metastatic. Third, most 
metastatic tumors in the neck come from the head and 
neck area. These considerations mean that the first ma- 
neuver in diagnosing such a mass in the neck is accurate 
physical examination, especially of the head and neck 
area, before a biopsy is performed. In most cases a 
primary lesion will be discovered to which the neck mass 
is secondary. If incisional biopsy is indicated after the 
examination, the incision should be so placed that it will 
not interfere with further neck surgery, such as a radical 
neck dissection if it is indicated later. A poorly placed 
biopsy incision is a frequent fault and interferes greatly 
with definitive surgery, if it is placed so that necrosis of 
neck flaps will be a problem. 

Masses in the breast would seem to be an obvious 
indication for biopsy. Yet it is difficult to describe the 
exact indications for excision of a tumor of the breast. 
Obviously, any solitary and single mass in the breast 
should be excised totally for microscopic definition. 
However, in clinical practice the main problem is in the 
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35 to 50 year age group, in which the incidence of 
functional “mastitis” is so high that the presence of a mass 
due to another pathological condition causes confusion. 
Haagenson has described the problem by stating that the 
“dominant lump” in one of two breasts involved by 
“chronic cystic mastitis” should be investigated by ex- 
cision. This common problem of bilateral “mastitis” with 
a seemingly independent mass should perhaps best be 
handled by examination before and after a menstrual 
period. If the mass decreases or changes considerably 
following a period, it is probably not a neoplastic mass 
and there is much less indication for biopsy. Here clinical 
judgment based on considerable experience is necessary. 
A safe rule, of course, is to biopsy any nodule in a 
mammary gland of which one is not clinically certain, but 
this leads to unnecessary mutilation, as such surgery is 
only diagnostic and not therapeutic. It would seem un- 
necessary to have to condemn simple mastectomy as an 
approach to chronic mastitis or masses in the breast, and 
yet this is done continually. It amounts to criminal neg- 
ligence, for the reason that simple mastectomy is muti- 
lating and unnecessary surgery for benign lesions and is 
totally inadequate for malignant ones. 

The suspicious “mole” creates uncertainty that should 
be relatively easily resolved. Any change in a neuron- 
evus, such as bleeding, crusting, enlargement, or par- 
ticularly the appearance of an aura of brown or slate- 
gray pigmentation about the base of the mole, is indicative 
of malignant trans‘ormation into melanoma. The hairiness 
or blackness of moles is not clinically significant. The 
other important sign is the appearance of a “mole” in an 
adult when none had existed previously. This is usually 
malignant melanoma and should be considered as such 
until proved or disproved. When the diagnos:s of malig- 
nant melanoma is in question, the suspicious mole should 
be removed completely but not radically, exactly as one 
would do for removal of a mole for cosmetic purposes. 
The lesion should then be examined microscopically. If 
the lesion is malignant, then a very radical and drastic 
procedure should be performed. The trap to avoid in the 
handling of a suspicious mole is the use of half-way 
radical surgery on the basis that the lesion is suspicious. 
If the lesion is benign, then unnecessary and mutilating 
surgery has been done. If the lesions turns out to be 
malignant, the tendency is to rest on what has been done, 
which in such situations is totally inadequate for surgical 
removal of a malignant melanoma. It is common teach- 
ing that a melanoma should not be biopsied, yet we doubt 
very much if this is harmful in any way. 

Pitfalls in Diagnosis of Early Cancer.—Pitfalls to be 
avoided in diagnosis of early cancer include the assump- 
tion that an enlarged node in the neck is due to simple 
adenitis. A persistent cervical tumor in an adult should 
be considered a cancer unless it is proved otherwise. 

Other errors are: assuming rectal bleeding is due to 
hemorrhoids without making a satisfactory proctoscopic 
or roentgenological examination, not thoroughly investi- 
gating an anemia, and not having a cystoscopic or pyelo- 
graphic study made when hematuria occurs. 

A patient with dyspepsia should be studied even 
though he has known chronic gastrointestinal disease. 
The physician should avoid being careless in the exami- 
nation of a patient who has been in the office many times 
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over a period of years and is known well. A thyroid 
adenoma should not be treated too conservatively, and 
irregular uterine bleeding should not be assumed to be 
due to endocrine disturbance. A tumor may be con- 
sidered inoperable when modern techniques in certain 
centers might affect a cure. Another common error js 
accepting a diagnosis from poorly trained roentgen- 
ologists or pathologists. Finally, a chronic ulcer should 
not be treated with antibiotics until it is proved the ulcer 
is not a malignant lesion. 


DISPOSITION OF THE PATIENT WITH EARLY AND 
POTENTIALLY CURABLE CANCER 


When a patient is lucky enough to have had an early 
and potentially curable cancer diagnosed, the physician 
is faced with one of the most important decisions of his 
pro‘essional life. He has in his hands the opportunity to 
prevent a death, and he must realize that no half- 
way measures, nor any temporizing with the disease, can 
be tolerated. The original plan of treatment for the tumor, 
whether it be surgical, by radiation, or by other means, 
is almost the patient’s only chance of cure. Failure of 
treatment resulting in recurrent or residual disease is 
almost invariably fatal. The patient with recurrent can- 
cer seldom survives. The actual treatment of, and re- 
sponsibility for, the cancer patient is a specialist’s pre- 
rogative requiring considerable training and experience. 
It is our belief that no physician should treat cancer if 
he has not had special training in this field. By this, we 
do not by any means wish to imply that a “cancer special- 
ist” is necessary. The training of a man in any anatomic 
specialty requires knowledge and experience in the hand- 
ling of cancer in h‘s specialty, and only a person so 
trained should take the responsibility for the cancer pa- 
tient. If the physician who first szes the patient, and who 
may make the diagnos:s, is not competent by virtue of 
special training to treat the disease, it is his responsibility 
to see that a physician so trained is given that responsi- 
bility. 

CARE OF THE PATIENT WITH INOPERABLE OR 
INCURABLE MALIGNANT DISEASE 


Probably the most mismanaged disease is inoperable 
and/or incurable malignancy. Here one has not only the 
responsibility of the patient himself but that of his close 
friends and relatives. The physician, realizing he cannot 
cure, wants to have as little to do with the case as pos- 
sible. Too often the patient is put in the care of the roent- 
genologist, and the family physician feels he has fulfilled 
his obligation. He is apt to inform the family there is 
nothing more he can do, and to see the patient as infre- 
quently as possible, acting merely as the dispenser of 
narcotics. Thus go on months of torture and feeling of 
futility for the family as well as the patient. This trag- 
ically leads too frequently to quests for cure or relief 
from unethical practitioners. 

The physician is usually attentive to the patient with 
advanced heart disease, cirrhosis of the liver, or pul- 
monary tuberculosis, which will in all probability take 
the life of a patient as soon or sooner than certain types 
of malignant disease. The different method of handling 
these diseases can be partly explained by the frank- 
ness with which the physician can face the patient. This 
is one of the most difficult problems in management of 
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dures any physician can offer. Suffering with a purpose is 
frequently bearable; this is where religion can help. Un- 
fortunately, in this era, a large portion of the population 
is so secularized that it is sometimes impossible to give 
the patient any comfort through spiritual help. At times, 
however, the physician can channel this help to the pa- 
tient. A clever pastor by patience and repeated contact 
may open the mind of the sufferer to religious experiences 
that will bring a purposefulness to his pain and thereby 
make it bearable. 


the cancer patient. The difficult decision as to whether 
or not the patient should be told of the diagnosis con- 
fronts the physician. An unwise decision may add great 
suffering to all concerned. This decision has to be indi- 
vidualized. Certainly a person who is head of a household 
and holds great responsibilities must be told what the 
eventual outcome will be, but there is a “hard way” and 
a “soft way” to tell a patient he has cancer. One can say 
“You have incurable cancer and you are going to die,” 
or one can say, “You have a return of the disease for 
which you were operated on; the disease is progressive, 
but we will do all we possibly can to keep it in check and 
keep you in relatively good health for some time.” Then 
the patient must be acquainted with the possible things 
that can be done to help him. 

The other extreme is the child or the sensitive elderly 
woman. One should generally give completely erroneous 
information in a very positive way to such patients but 
not promise things that cannot be. Tell them they will be 
worse before they get better, otherwise they will lose faith 
and may go into a very depressed or antagonistic state. 
Then there are those who are intelligent but fearful, in 
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The following additional products have been accepted as con- 
forming to the rules of the Council on Physical Medicine and 
Rehabilitation of the American Medical Association for inclu- 
sion in Apparatus Accepted. A copy of the rules on which the 


whom a direct knowledge of what they have would be dis- 
astrous. They suspect and fear the worst, living, however, 
in slight hope because of doubt. This doubt must be 
nourished. Eventually they will know they have cancer 
and know that the physician. knows, but seem to enjoy 
living in the deception and do not want (though they 
may say they do) to be told the exact situation. 

The patient’s family must be told definitely what the 
prognosis is, and, if the patient is not to be told, the de- 
ception must be explained to the family, that they may 
cooperate with the physician in this deception to the pa- 
tient. Patients with cancer usually have good auditory 
and visual sense and a conversation outside of the sick 
room or facial expression may fortify a suspicion and 
produce untold mental anguish unnecessarily. Knowl- 
edge of the disease at times should be selectively given to 
only certain members of the family, but generally, if the 
death of the patient is to influence the lives of near rela- 
tives, they should be told the ultimate outcome of the dis- 


Council bases its action will be sent on application. 
RacpuH E. De Forest, M.D., Secretary. 


Goldentone Hearing Aid, Model 25 


~ Johnston Hearing Aid Mfg. Co., 708 W. 

~, 40th St., Minneapolis 8. Distributed by the 
_ Goldentone Corporation, 708 D. 40th St., 
Minneapolis 8. 
' The Goldentone Hearing Aid, Model 25, 
i is a conventional electric hearing aid which 
i measures, without clothing clips, 76 by 58 
* by 20 mm. Without batteries it weighs 75 
; gm. The batteries add 50 gm. and the re- 

J ceiver cord and receiver add 11 gm. 

: ae Evidence of satisfactory construction and 

performance was obtained from sources 

acceptable to the Council. 
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Maico F-1 Standard Audiometer, No. 1303 


The Maico Company Ine., 21 N. Third St., Minneapolis 1. 
The Maico F-1 Standard Audiometer, No. 1303, is the coun- 


ease. ° 
M - uxe, which i nsidered separatel 

Word of mouth or premature reports of drugs that Council. Mode! F-1 Standard ts for 
2 cure or relieve cancer are always being brought to the purposes. It has two matched air re- 
t attention of the family with a relative who has cancer. ceivers, a tone interrupter reversal 
. It is important to investigate these reports for the family switch, patient signal indicator, cali- 
and not to appear to be prematurely prejudiced. Having — 

done this, the physician should explain to the family his jack, builtin ; i sod ieee soca 
s feeling as to the advisability of having the patient sub- and built-in microphone speech circuit. 
- jected to this or that therapy. He should not refuse to care The microphone needed for this last fea- 
for the patient, if, against advice, he temporarily seeks the or 
“will of the wisp.” In our experience, as many physicians pea po 
- with incurable cancer attempt relief from unproved or this instrument. 
f obviously false forms of therapy as do those with no The frequencies provided are 125, 

knowledge of medicine. There is nothing much more 250, 500, 1,000, 1,500, 2,000, 3,000, Maico F-1 Standard 
h tragic than a dying cancer patient being shipped unneces- 4,000, 6,000, 8,000, and 12,000. The  Audiometer, No. 1303 
sarily from one city to another, looking for the “cure.” 25 or 60 cycles. 
G However, unless it is certain that the therapy is obviously 110-120 or 220-240 volts, and draws 40 watts. It is housed in 
5 a dishonest or useless procedure, the physician should a luggage-style portable cabinet measuring 36 (height) by 25 by 
g not be too violent in objecting, if all proven palliative pt (14 by 9% by 9% in.), and the total weight is 9.1 kg. 
r Procedures have been of no avail. + ll from acceptable sources indicated that this device 
Is Finally the aid of the family pastor is often of greater satisfied the Council’s published minimal requirements for 
of benefit than psychotherapy or further palliative proce- acceptable screening audiometers. 
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THE PHYSICIAN AND THE AMERICAN MED- 
ICAL EDUCATION FOUNDATION 


Since its inception in December, 1950, the American 
Medical Education Foundation has been making steady 
progress toward its goal—the raising of voluntary funds 

- from within the medical profession to help alleviate the 
financial strain under which the medical schools of the 
nation are laboring. Individual physicians throughout the 
United States are recognizing that they have a grave 
responsibility in the maintenance and safeguarding of the 
existing high standards of medical education. They also 
see the need for the medical profession to provide the 
financial leadership that will convince other segments of 
society of the urgent need for voluntary contributions to 
enable medical schools to remain strong and independent. 

For a beginning, what has been accomplished is out- 
standing; however, what has been accomplished is just 
a beginning. In June, 1951, the American Medical Educa- 
tion Foundation turned over $640,482 to the National 
Fund for Medical Education for unrestricted use by the 
nation’s 72 approved four-year medical schools and seven 
two-year medical schools. In December, 1951, $105,234 
was presented to the Fund by the Foundation, and in June, 
1952, an additional $671,834 was contributed. These 
grants included $1,000,000 donated by the American 
Medical Association. 

The job of the American Medical Education Founda- 
tion has just begun. The country’s medical schools still 
face serious problems. They have been called on to ex- 
pand their enrollments and to make provisions in their 
teaching programs for the rapid advance of medical 
science and a broadened concept of medicine’s role in the 
community. At the same time lack of funds is making it 
difficult for them to attract or hold top-flight instructors, 
particularly in the younger age groups. 

The progress that has been achieved in medical edu- 
cation over the last 60 years is seriously threatened by 
the effects of inflation on medical school budgets. The 
most obvious evidences of this danger are the staff vacan- 
cies that now exist in our nation’s medical ,schools—ap- 
proximately 5% of the full-time positions on the medical 
school faculties are now vacant, and most schools are 
engaged in a constant struggle to hold the competent 
young men they have already attracted to their staffs. 

A splendid example of the role that the individual phy- 
sician and his state and local medical society can play in 


1. Burn, J. H.: Antidiuretic Effect of Nicotine and Its Implications, 
Brit. M. J. 2: 199 (July 28) 1951. 
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the American Medical Education Foundation’s annual 
drive for funds has been set by the efforts of the medica] 
profession in Nebraska during recent months. The Amer- 
ican Medical Education Foundation’s committee in Ne- 
braska, under the leadership of Dr. L. D. McGuire, did an 
outstanding job in organizing local groups in 29 cities 
whose working areas covered the entire state. Dr. McGuire 
and his chief assistants personally covered the Omaha- 
Lincoln area, where the largest concentration of physi- 
cians exists. With this inspired leadership, in less than 60 
days, the Nebraska committee turned in over 300 cash 
contributions totaling $33,800, and secured pledges ag 
gregating $28,190 with gifts ranging up to $3,000. 

The American Medical Education Foundation gives 
the physician and medical societies a real opportunity to 
help the medical profession further improve the health of 
America on a voluntary basis. Take advantage of this 
opportunity. Send your contribution today to the Amer- 
ican Medical Education Foundation, 535 N. Dearborn 
Street, Chicago 10, Ill. Contributions may be designated 
to specific schools and are tax deductible. 


SMOKING AND THE CARDIOVASCULAR 
SYSTEM 


The causal role of tobacco in cardiovascular disease 
has been studied for years, and a number of investi- 
gations have been carried out to prove or disprove a 
relationship. It is now generally agreed that the large 
majority of normal persons respond to cigarette smoking 
with definite peripheral vasoconstriction, lasting from a 
few minutes to a half hour or even longer before the 
blood vessels gradually return to normal. In normal per- 
sons the usual vascular effects produced by the smoking 
of cigarettes include a rise in systolic and diastolic blood 
pressure, an increase in the pulse rate between 5 to 20 
beats per minute, and simultaneous constriction of the ginnit 
peripheral blood vessels of the extremities, as measured with 
by a decrease in cutaneous temperature. There is, how- given 
ever, considerable individual variation in physiological tumor 


response to cigarette smoking. of tre 

Adequate evidence is available to demonstrate that tumor 
the vascular effects are caused by nicotine. It has been toxic 
observed that smoking cigarettes that are devoid of nico- the fe 


tine results in no appreciable effect on the cutaneous matel 
temperature of the extremities. A recent study by Burn’ cured 


shows that smoking, or the intravenous injection of nico- the sa 
tine, inhibits a diuresis caused by drinking water. The Tw 
inhibition is due to the release of an antidiuretic hormone smalle 
from the posterior lobe of the pituitary gland, and this after i 
is found in the urine after smoking. The hormone is plete 1 
believed to be similar to vasopressin, which has the ability rary re 
to constrict blood vessels, including the coronary vessels tumor 
of the heart. Smoking of one or two cigarettes causes re- All ra 


lease of 3 to 190 milliunits of the pituitary hormone into resista 
the blood stream, a concentration sufficient to produce noma. 


vasoconstriction of the coronary vessels of the dog and larger 
presumably capable of having the same effect in man. life for 

While there is difference of opinion concerning the Wh: 
precise role and the possible injurious effects of cigarette mains 
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smoking on the heart and blood vessels, there is some 
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evidence to suggest that smoking occasionally produces 
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a symptom complex somewhat similar to angina pectoris. 
In this connection, Roth * points out that alcohol is not 
uniformly an effective agent for preventing vasocon- 
striction and that drinking a cocktail will not necessarily 
nullify the vasoconstrictive effects produced by smoking. 
Substantial evidence on the causal role of cigarette 
smoking is available with reference to thromboangiitis 
obliterans, which occurs most frequently among smokers 
and is severer among those persons who smoke exces- 
sively than among those who smoke little. 

Although it may be generally concluded that cigarette 
smoking is most likely a contributory factor and not 
primarily an etiological one in the production of cardio- 
vascular disease, the present state of medical knowledge 
clearly points up the need for intensive investigation 
on the relation of cigarette smoking to cardiovascular 
disease. Physicians should pay more attention medically 
and pharmacologically to a nicotine-containing agent that 
is used by the public to an equal if not a greater extent 
than any other drug. 


ANTICANCER THERAPY 


Crossley ' and associates of the Bureau of Biological 
Research, Rutgers University, have reported interesting 
results of animal experiments on the chemotherapy of 
cancer. In earlier work Crossley had shown that treat- 
ment of rats bearing transplanted sarcoma 231 with ade- 
quate doses of triethylene melamine (2,4,6,-triethyleni- 
mino-s-triazine, TEM) or related products results in a 
complete regression of the sarcoma. Convalescent rats 
were resistant to further transplants of the same sarcoma. 
Crossley has recently repeated the therapeutic tests on 
rats bearing transplanted carcinomas. 

In a typical test eight male rats averaging 140 gm. in 
weight were implanted with the Flexner-Jobling carci- 
noma. Four of them served as untreated controls. Be- 
ginning on the eighth day the other four were treated 
with 0.057 mg. per kilogram of body weight of TEM 
given four times daily intraperitoneally. Reversal of 
tumor growth was noted in all four rats on the third day 
of treatment and continued to complete regression of the 
tumor without medication after the fourth day. The only 
toxic symptom noted was a transient loss of appetite. In 
the four control rats the tumor grew rapidly and ulti- 
mately resulted in the death of all four animals. The four 
cured rats proved to be resistant to further transplants of 
the same carcinoma. 

Twenty-two other rats were treated with the same or 
smaller doses of TEM beginning on the 8th to 14th day 
after implantation. In 14 rats given adequate doses, com- 
plete regression of the tumor was noted. Slight or tempo- 
rary regressions were noted with the smaller doses. The 
tumor did not regress in any of the 13 control animals. 
All rats in which the tumor regressed completely were 
tesistant to subsequent transplants of the same carci- 
noma. There were no manifestations of toxicity with the 
larger therapeutic doses. All the cured rats lived a normal 
life for over a year without tumor recurrence. 

What clinical significance these findings may have re- 
mains to be determined, but they pose some interesting 
questions for further study. Such research may lead to 
new knowledge of practical importance. 


EDITORIALS AND COMMENTS 1017 


CARBOHYDRATE AND SEA WATER IN 
EXTREME PRIVATION 


Survivors of catastrophies at sea are faced with the 
problem of existence on restricted rations, particularly 
with respect to water. Dehydration from the lack of 
drinking water and exaggerated by the exposure to sun 
and wind is inevitable, for it is axiomatic that the free 
consumption of sea water is fatal. Water is the most 
pressing need under these circumstances, and the sug- 
gestion has been variously made that carbohydrate or 
fat added to the ration would exert a favorable action in 
relieving the demand for excretory water. A recent re- 
port’ shows in detail the physiological adaptations 
whereby water is saved by giving carbohydrate to men 
on a limited water intake. 

Six young adult males were kept in a room at constant 
temperature (23 C), humidity (55%) and air move- 
ment for three day periods, during which the following 
three rations were consumed daily: 350 ml. distilled 
water, 250 ml. distilled water plus 96.5 gm. of sugars 
as candy, or 350 ml. distilled water plus 150 ml. sea 
water. After a two to four week interval the diets were 
reapportioned among the subjects until at the end of the 
experiment each man had consumed each ration for a 
three day period. All of the subjects lost weight, as much 
on one diet as on the others, and all complained of mouth 
dryness and mild hunger and showed a progressive dis- 
inclination to muscular activity. The addition of carbo- 
hydrate to the distilled water resulted in a drop in the 
urine solids excreted and in the urine volume. Ketone 
bodies also diminished or disappeared from the urine 
when the carbohydrate was consumed. 

All of the experimental rations produced a negative 
water balance, the values being 990, 840, and 790 ml. 
for the water alone, water plus sea water, and water plus 
carbohydrate rations respectively. The loss was least 
when the subjects consumed carbohydrate. The improve- 
ment when the carbohydrate was added was due to 
diminished urine volume, whereas that when sea water 
was added could be accounted for by the retention of the 
additional fluid consumed. Calculations of the osmotic 
pressure of the body fluid at the end of the third day of 
the diets showed that a rise in the tonicity occurred with 
water alone and that added carbohydrate reduced the 
extent of this rise but that the addition of sea water 
roughly doubled the magnitude of this increase in to- 
nicity. In the last case the fluid retained had practically 
the same osmotic pressure as that of sea water, which 
is about 3.7 times that of the plasma. 

It appears from the foregoing that, with a restricted 
fresh water ration, the consumption of carbohydrate 
exerts a beneficial effect on water balance. On the other 
hand, ingestion of sea water causes a state of hypertonic- 
ity in the extracellular body fluid that, in turn, induces 
damaging changes in cellular water and electrolytes. 


2. Roth, G. M.: Tobacco and the Cardiovascular System, Springfield, 
Ill., Charles C Thomas, Publisher, 1951. 

1. Crossley, M. L.; Allison, J. B., and Muenzen, J. B.: Treatment of 
Flexner-Jobling Carcinoma in Sprague-Dawley Rats with 2,4,6-Triethyl- 
enimino-s-Triazine (TEM), Proc. Soc. Exper. Biol. & Med. 80: 452 (July) 
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ORGANIZATION SECTION 


SCIENTIFIC EXHIBIT—NEW YORK SESSION 


Application blanks for space in the Scientific Exhibit at the 
New York Session, June 1-5, 1953, are now available. Exhibits 
may show the results of original investigation, or they may por- 
tray work that is not necessarily original with the exhibitor but 
that is the summation of known facts about a given condition. 
Exhibits will be grouped, as far as possible, according to the 
sections of the Scientific Assembly. The interest of the phy- 
sician in general practice should be kept in mind, however, as 
well as the interest of the specialist. 

Representatives to the Scientific Exhibit have been elected by 
each Section to assist the Committee on Scientific Exhibit, as 
follows: 


Section on Anesthesiology, Scott M. Smith, M.D., 910 Medi- 
cal Arts Bidg., Salt Lake City. 


Section on Dermatology and Syphilology, James R. Webster, 
M.D., 55 E. Washington St., Chicago 2. 


Section on Diseases of the Chest, Edwin R. Levine, M.D., 109 
N. Wabash Ave., Chicago 2. 


Section on Experimental Medicine and Therapeutics, Joseph 
F. Ross, M.D., Evans Memorial Hospital, 65 E. Newton 
St., Boston 18. 


Section on Gastro-Enterology and Proctology, J. P. Nesselrod, 
M.D., 636 Church St., Evanston, IIl., and William H. Dear- 
ing Jr.,. M.D., Mayo Clinic, Rochester, Minn. 

Section on General Practice, Charles E. McArihur, M.D., 205 
E. 7th Ave., Olympia, Wash. 


Section on Internal Medicine, Wesley W. Spink, M.D., Uni- 
versity Hospital, Minneapolis 14. 

Section on Laryngology, Otology and Rhinology, Francis W. 
Davison, M.D., Geisinger Memorial Hospital, Danville, Pa. 

Section on Military Medicine, Capt. Robert V. Schultz (MC) 
U. S. N., Chief, Audio-Visual Training, Department of the 
Navy, Bureau of Medicine and Surgery, Washington 25, 


Section on Nervous and Mental Diseases, G. Wilse Robin- 
son Jr., M.D., 2625 The Paseo, Kansas City, Mo. 


Section on Obstetrics and Gynecology, Frederick H. Falls, 
M.D., University of Illinois College of Medicine, 1853 W. 
Polk St., Chicago 12. 

Section on Ophthalmology, Wm. F. Hughes Jr., M.D., 30 N. 
Michigan Ave., Chicago 2. 

Section on Orthopedic Surgery, J. Vernon Luck, M.D., 1930 
Wilshire Blvd., Los Angeles 5. 

Section on Pathology and Physiology, Frank B. Queen, M.D., 
4181 S. W. Sam Jackson Park, Portland 1, Ore. 

Section on Pediatrics, F. Thomas Mitchell, M.D., Lebonheur 
Children’s Hospital, 848 Adams, Memphis 5, Tenn. 

Section on Physical Medicine and Rehabilitation, Arthur L. 
Watkins, M.D., Massachusetts General Hospital, Boston 14. 

Section on Preventive and Industrial Medicine and Public 
Health, Paul A. Davis, M.D., 1436 Delia Ave., Akron 2, 
Ohio. 

Section on Radiology, Richard H. Chamberlain, M.D., 3400 
Spruce St., Philadelphia 4. 

Section on Surgery, General and Abdominal, John H. Mul- 
holland, M.D., 9 Beechdale Road, Dobbs Ferry, N. Y. 

Section on Urology, Roger W. Barnes, M.D., Chairman, 1216 
Wilshire Blvd., Los Angeles 16; Norris J. Heckel, M.D., 
122 S. Michigan Blvd., Chicago 3; and George H. Ewell, 
M.D., 16 S. Henry St., Madison 3, Wis. 


Application blanks for space may be obtained from the Sec- 
tion Representatives or from the Director, Scientific Exhibit, 
American Medical Association, 535 N. Dearborn St., Chicago 
10, Ill. 
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FIFTH ANNUAL MEDICAL PUBLIC cAI 
RELATIONS CONFERENCE Dr. 


“Mutual Understanding . . . the Key to Better PR” will be foun 
the theme of the fifth annual Medical Public Relations Confer. rece! 
ence. The one-day meeting will be held Monday, Dec. 1, the the 5 
day before the opening of the Clinical Session—at the Shirley. the f 
Savoy Hotel, Denver. Keynoting the session will be Edward J, culos 
McCormick, M.D., President-Elect of the American Medical joine 
Association, who will bring the group up-to-date on medicine's 1903 
public relations activities, pointing up specific areas that need 


emphasis in 1953. Psyel 


The morning session will be devoted to “The Individual Doc- of M 
tor in the PR Picture.” Denver University Players will present whict 
a “before and after” skit on medical PR in the doctor’s office, Ame! 
Afterward, there will be a symposium based on PR case his- year 
tories, taking up such subjects as encouraging discussion of fees, regul. 
winning ways with patients, importance of keeping up-to-date years 


on socioeconomic subjects, and itemizing bills. state 

During the afternoon a panel discussion will be held on build- 
ing joint physician-hospital PR programs, with emphasis on 
press-radio codes, hospital open houses, recruitment of medical 
personnel, and explaining the cost of illness. 

Ano‘her panel has been scheduled on building understanding 
with future physicians, stressing such points as what can be 
dene by county medical societies to introduce medical students 
and interns to organized medicine and how to keep them in- 
formed on socioeconomic and public relations activities of in- 
terest to the profession. Winding up the conference will be a : 
presentation of the A. M. A.’s 1953 public relations program. : sania 

Although the conference program is geared primarily for be ser 
physicians—PR chairmen, presidents and secretaries of state and Sacrar 
county medical societies, and members of the A. M. A. House 
of Delegates—state and county executive secretaries and PR COLO 
personnel also are invited. 
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TV SHOWS HIGHLIGHT CLINICAL SESSION ag 


For the seccnd time in history, absorbing on-‘he-scene reports be Cla 
of medical progress presented at an American Medical Associ- Home: 
ation meeting will be relayed coast-to-coast on television. 

Two half-hour programs entitled “The March of Medicine” State | 


will be telecast from Denver over the National Broadcasting State | 
Company network during the week of the Clinical Session, as pres 
Dee. 2-5. preside 
It is expected that an audience of more than 10 million per- society 
sons will view presentations of new surgical and clinical demon- Shivers 
strations, special scientific exhibits, and other medical features treasur 
of interest to the general public. 
The programs will be presented at 7:30 p. m. (MST) on Tues- FLORI 
day, Dec. 2, and at 8 p. m. (MST) on Thursday, Dec. 4. Lecal . 
newspapers should be consulted for time and television channel Society 
in other areas. appoin' 

The telecasts are being sponsored by Smith, Kline and French, Policy 
Philadelphia pharmaceutical firm, in cooperation with the Ameri- of the 
can Medical Association. Dr. Jar 
Physici 
IF YOU CHANGE YOUR ADDRESS honore 
Your copy of THe Journat is addressed to you several days an out 
in advance of the publication date; so if you change your address, —s 
please notify us at least three weeks in advance. ah de 
Send your old address together with the new, preferably clip- Rar 
ping the name and address from your last copy of THE JOURNAL. shinee 
Copies mailed to your old address will not be forwarded by he deliy 
the Post Office, unless you provide the Post Office with the for- honor ¢ 
warding fee. the Lak 

Send your change of address to: 
American Medical Association 
THE JourNaL Subscription Department 
535 N. Dearborn St., Chicago 10. 
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CALIFORNIA 

Dr. F. M. Pottenger Honored.—Dr. Francis M. Pottenger, who 
founded the Southern California Anti-Tuberculosis League, was 
recently honored at a testimonial dinner in Los Angeles, marking 
the 50th year of his service to the league. He was presented with 
the first copy of his autobiography, “The Fight Against Tuber- 
culos’s,” which had just been published. Dr. Pottenger, who 
joined the faculty of the University of Southern California in 
1903, became professor emeritus of medicine in 1942. 


Psychiatric Residency Program.—The California Department 
of Mental Hygiene offers a psychiatric resident program under 
which physicians wishing to qualify for the certificate of the 
Amer:can Board of Psychiatry and Neurology enter a five 
year tour of duty. The first, third, and fourth years consist of 
regular psychiatric residency training. In the second and fifth 
years the resident serves as a staff psychiatrist at a California 
state hospital or clinic. The physician will enter a state civil 
service class designated as a psychiatric resident (five year pro- 
gram) at a salary starting at $436 a month and rising in annual 
steps to $530. The psychiatric resident enjoys the regular Cali- 
fornia employment benefit of 3 weeks’ paid vacation, 11 paid 
holidays annually, 12 days’ cumulative sick leave a year, and 
membership in a liberal retirement system. With some 40,000 
patients in its care, the California Department of Mental 
Hygiene maintains 11 hospitals, is soon to build 2 more, and 
operates 8 outpatient clinics. A formal bulletin on entrance re- 
quirements and appl‘cation procedure is available. Inquiries may 
be sent to the California State Personnel Board, 1015 L St., 
Sacramento. 


COLORADO 


Symposium on Hypertension.—This symposium will be pre- 
sented at the meeting of the Colorado Society of Internal Medi- 
cine, Nov. 14 in the University Club, Denver. Participants will 
be Clarence A. Maaske, Ph.D., Dr. Carl J. Josephson, and Dr. 
Homer McClintock, all of Denver. 


State Medical Election.—At its annual meeting the Colorado 
State Medical Society chose Dr. Claude D. Bonham, Boulder, 
as president-elect and Dr. William B. Condon, Denver, as vice- 
president. Dr. William A. Liggett, Denver, is president of the 
society, and Drs. Irvin E. Hendryson, Denver, and George C. 
Shivers, Colorado Springs, are constitutional secretary and 
treasurer, respectively. 


FLORIDA 


Society News.—Dr. H. Phillip Hampton, Tampa, has been 
appointed chairman of the committee on legislation and public 
policy of the Florida Medical Association. The new chairman 
of the association’s committee on emergency medical service is 
Dr. James V. Freeman, Jacksonville. 


Physicians Honored.—Dr. Henry B. Cordes of Frostproof was 
honored recently for 32 years of service to the community. At 
an outdoor party in his honor, Dr. Cordes was given a new 
medical bag in which was a $1,000 defense bond, purchased 
from donations made by his friends. Dr. Harry K. Morrison 
of Leesburg, who has given 44 years of service to that com- 
munity, was recently presented with a television set and a 
memory book, containing signatures of over 1,500 of the children 
he delivered. Dr. Joshua M. Price of Live Oak received an 
honor award citation and plaque at the Spring Convention of 
the Lake City District, Woodmen-of-the-World. 


Physicians are invited to send to this department items of news of general 
interest, for example, those relating to society activities, new hospitals, 
education and public health. Programs should be received at least three 
Weeks before the date of meeting. 


MEDICAL NEWS 


GEORGIA 


Hospital Dedication.—Grady Memorial Hospital, Atlanta, re- 
cently dedicated the Hughes Spalding Pavilion. This five floor 
$1,875,000 structure houses a complete hospital unit and is 
Operated on a private basis for Negroes ineligible for Grady 
charity wards. Mr. Charles H. Wilson Jr., formerly super- 
intendent of the Community Hospital at Wilmington, N. C., who 
has been named superintendent of the hospital, plans to start 
a training program for half a dozen interns and residents by 
July, 1953. Emory University professors, who are at the same 
time chiefs of service at Grady, will direct the staff of physicians, 
but long-range plans call for training Negro physicians to take 
over these top jobs. 


Personals.—Dr. Leonard T. Maholick, director of the Savannah 
Mental Health Clinic, has resigned to enter private practice in 
Columbus. Dr. Oscar L. Rogers, Sandersville, was named 
Washington County's most outstanding citizen of 1952. This 
honor, shared with another citizen, was bestowed on Dr. Rogers 
by the Washington County Farm Bureau at the recent festival 
held in Tennille. Dr. James B. Craig, Savannah, has ac- 
cepted appointment as associate professor of psychiatry at the 
Ohio State University College of Medicine, Columbus, and 
assistant medical director of Columbus Receiving Hospital. 
Dr. Daniel Collier Elkin, Whitehead professor of surgery, 
Emory University School of Medicine, Atlanta, has been 
awarded an honorary degree of dcctor of science by North- 
western University. He was cited “for his achievements in surgi- 
cal treatment of wounds and diseases of the blood vessels, for 
which he received the Matas medal and for his work in medical 
education.” Dr. Joseph A. Leaphart, Jesup, was recently 
given the William A. Murphy award, an annual presentation to 
the most outstanding citizen of Wayne County. This is the second 
time a physician has received the Murphy award; last year it 
was presented posthumously to Dr. Thomas G. Ritch. Dr. 
Walter C. Earle, Atlanta, chief of the professional division of 
the Atlanta area office of the Veterans Administration, was 
awarded a citation of merit by the University of Chicago for his 
work in directing public health and sanitation efforts in Central 
and South America. Dr. Harold L. Murray, Atlanta, will 
take charge of the first clinic in Georgia devoted exclusively to 
arthritis and rheumatism at Grady Memorial Hospital. 


ILLINOIS 


Meeting on Chest Diseases.—A joint meeting of the Macon 
County Medical Society, Illinois Chapter of the American 
College of Chest Physicians, and the Illinois Trudeau Society 
will be held at the Decatur (Ill.) Club, Nov. 14. The following 
program will be presented: 
Robert G. Fox, Chicago, When Is an Intrathoracic Case a Surgical 
Problem? 
Paul A. Alfano, Chicago, Recognition and Treatment of Acute Chest 
Emergencies. 
Robert H. Ebert, Chicago, Diagnosis of Chronic Chest Diseases. 


Employment of Rehabilitated Persons.—The Illinois Division of 
Vocational Rehabilitation has established an all-time record in 
the number of disabled persons rehabilitated and employed 
through its program in a one year period, according to a report 
by E. C. Cline, Ph.D., division supervisor. In the fiscal year 
ended June 30, 4,049 handicapped residents of the state were 
placed in jobs with an earning capacity of $9,969,447, an in- 
crease of $7,503,930 over the earnings of the disabled persons 
at the time they contacted the division. Persons helped by the 
division include those with orthopedic disabilities, who represent 
about 40% of the total; the deaf, 3%; blind, 4%; epileptic, 4%; 
hard of hearing, 13%; tuberculous, 16%; cardiac, 2%; psychi- 
atric, 3%; and visually handicapped, 4%. Some of those helped 
were engaged in professional vocations such as law, the ministry, 
and mechanical engineering. Others obtained semiskilled and 
unskilled positions. This aid to the handicapped was aecom- 
plished at a total average cost per case of $441. 
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Chicago 

Rheumatic Fever Seminar.—On Nov. 11 at 3:30 p. m. a seminar 
in rheumatic fever research will be presented at the Rheumatic 
Fever Research Institute, 3026 S. California Ave., 4th floor, 
Building 2. Dr. Georges Ungar will present “Studies on the 
Fibrinolytic System.” This lecture is open to the public. 


Lecture on Ovarian Tumors.—At 5 p. m. Nov. 12 Dr. Emil 
Novak, Baltimore, will talk on “The Hormone-Producing 
Tumors of the Ovary” in Thorne Hall, Chicago campus, North- 
western University. Dr. Novak is assistant professor of gynecol- 
ogy, Johns Hopkins University School of Medicine, and associate 
professor of obstetrics, University of Maryland School of 
Medicine. 


Society News.—The Chicago Orthopaedic Society, which met 
at the Palmer House, Oct. 10, heard a report by Dr. Fremont 
Chandler, president, American Orthopaedic Association, on the 
joint meeting of the ‘Orthopaedic Associations of the English- 
Speaking World in London. “Debridement and Synovectomy in 
Localized Skeletal Tuberculosis” was presented by Dr. Robert 
G. Addison (by invitation) and Dr. William L. Minear, Carrie 
Tingley Hospital, Truth or Consequences, N. Mex., and was 
discussed by Dr. Charles N. Pease. Dr. Elmer V. McCarthy, 
chairman of the transportation committee, Chicago Medical 
Society, announces that a special charter round-trip DC-6 flight 
to Denver is being considered for those attending the Clinical 
Session of the American Medical Association, Dec. 2-5. This 
flight will permit 1% fares for man and wife. Those persons 
interested are requested to write immediately to the Chicago 
Medical Society, 86 E. Randolph St., Chicago 1, expressing 
choice as to day and time of departure. 


“Heart in Industry” Conference.—An all day “Heart in Industry” 
conference will be held Nov. 13 at the Palmer House under the 
sponsorship of the Chicago Heart Association. Speakers at the 
morning session include: 


Irvine H. Page, director of research, Cleveland Clinic, High Blood 
Pressure in Industry. 

Norman Plummer, medical director, New York Telephone Company, 
Rheumatic Hearts Can Work. 

Harold M. Marvin, associate clinical professor of medicine, Yale Uni- 
versity, New Haven, Conn., The Executive and His Heart Attack. 
Herman K. Hellerstein, Cleveland Area Heart Society, Returning Sick 

Hearts to Work. 


Physicians presenting papers at the afternoon session include: 


Edward M. Kline, Cleveland, medical consultant, General Electric Com- 
pany, The Industrial Physician Can Help. 
Clifton L. Reeder, medical director of Continental Assurance Company, 
Chicago, Cardiacs in Industry and Insurance. 
Panel discussions and case presentations will follow both ses- 
sions, with Dr. Paul B. Magnuson, chairman, Chicago Rehabili- 
tation Institute, acting as moderator in the morning and Dr. 
Louis N. Katz, Medical Research Institute, Michael Reese 
Hospital, Chicago, as moderator in the afternoon. Reservations 
for the luncheon ($2.75 per person) should be made in advance. 
Information may be obtained from the Chicago Heart Associ- 
ation, 69 W. Washington St., Chicago 2; telephone FInancial 
6-4675. 


KANSAS 

Postgraduate Courses.—Courses in normal and pathological 
labor are offered by the University of Kansas School of Medi- 
cine, Kansas City, Nov. 10-12. Guest instructors include: Drs. 
Frederick W. Goodrich Jr., New Haven, Conn., John L. Parks, 
Washington, D. C., Ralph A. Reis, Chicago, Edward A. Schu- 
mann, Philadelphia, and Franklin F. Snyder, Boston. Courses 
in gastroenterology will be held Dec. 8 to 11, 1952, and in 
surgery, Jan. 19 to 23, 1953. For information write Extension 
Program in Medicine, University of Kansas School of Medicine, 
Kansas City 12. 


Personals.—Dr. William P. Williamson, chairman, section of 
neurosurgery, University of Kansas School of Medicine, Kansas 
City, was elected by the recently graduated senior class of the 
school as the faculty member who had been most devoted to his 
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primary objectives as a_ teacher. Dr. Orville R. Clark 
Topeka, is the new editor of the Journal of the Kansas Medical 


MISSO 
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Society. Dr. Llewellyn M. Hinshaw, who has practiced jn Medicz 
Bennington for over 47 years, was honored by the community the St. 
with a celebration in the Bennington High School auditorium, to disc! 
Dr. Roscoe T. Nichols, Hiawatha, who has completed 50 
years of active practice, was presented an honorary certificate Acader 
by Northwestern University, Chicago, at a ceremony recently atric se 
at the university. Dr. Paul W. Schafer, Kansas City, chair- affiliate 
man, department of surgery, University of Kansas School of Kansas 
Medicine, has been appointed to the Medical Advisory Panel teachin 
of the Oak Ridge Institute of Nuclear Studies in Oak Ridge, pediatri 
Tenn. Dr. Floyd E. Muck has returned from his missionary ing of n 
work in the African Congo for a year of postgraduate study in The tea 
ophthalmology and surgery at the University of Kansas School ation of 
of Medicine, Lawrence-Kansas City. 
NEBR/ 
LOUISIANA Region: 
Surgical Association Meeting.—The following program has been postgrac 
planned by the Surgical Association of Louisiana, which will agate 
meet Nov. 16 at the St. Charles Hotel, New Orleans: he : 
Cushman D. Haagensen, New York, Breast Cancer. Norfolk 
Willis J. Potts, Chicago, Common Surgical Problems in Children. cancer, 
William R. Mathews, Shreveport, Carcinoid Tumors of the Rectum, cussed. 
Charles R. Walters, New Orleans, Diagnosis and Management of Gastro- College 
intestinal Bleeding. 
Claude C. Craighead, New Orleans, Duodenal Fistula. Foundat 
and Cla 
Symposium on Child Health.—This symposium will be held in cine, Co 
Shreveport, Nov. 15 from 9 a. m. to 12 noon, at the Washington America 
Youree Hotel, on the final day of the annual meeting of the obtained 
Louisiana Health Council. The theme of the Health Council Nebrask 
meeting will be “Louisiana Plans for the Future of Public coln 8. 
Health.” Nutrition, poliomyelitis, contagious disease, and ac- 
cident prevention will be discussed in the symposium on “Ad- NEW J 
vances in Medicine of General Interest in Regard to Children Public H 
of School Age.” All physicians are invited. in conju 
Bay Are 
MASSACHUSETTS tion Nov 
Lecture on Mitral Stenosis—Dr. E. Cowles Andrus, associate amas wi 
professor of medicine, Johns Hgpkins University School of Graduate 
Medicine, Baltimore, will address the Boston University chapter Jemsey w 
of Alpha Omega Alpha Nov. 13 at 5 p. m. in the Boston a consid 
University School of Medicine auditorium, 80 E. Concord St., Lectures 
Boston, on “Surgery of Mitral Stenosis and Its Physiological ing and 
Consequences.” follows: 
Diabetes Fair—The New England Diabetes Association will nal Hi 
hold a diabetes fair Nov. 14-15 from 11 a. m. to 10 p. m. at Tuesday, 
Horticultural Hall, Boston, in connection with National Diabetes Therein 
Week. A public meeting Friday evening will include the follow- Marga 
ing presentations: “ee 
Albert A. Hornor, Boston, General Comments on Diabetes. a 
Harry Blotner, Boston, Diabetes Detection Today. Dr. W 
Frank N. Allan, Boston, Diabetic and Medical Organizations. surgery, | 
Mr. William Talbert, New York, How a Diabetic Plays International sixth ann’ 
Tennis. under the 
Elliott P. Joslin, Boston, Diabetic Heredity and Marriage of Diabetics. ciation. H 
ment of 7 
MICHIGAN 
New Health Center—Named in honor of the late Dr. Bruce H. oe ag 
Douglas, former commissioner of health, who died in 1949, 4 hotter at 
new health center was recently dedicated in Detroit at 60 University 
McGraw at Braden. where Di 
Symposium on Trauma.—The Michigan Regional Committee re: ap 
on Trauma, American College of Surgeons, will present its first sats: a 
annual symposium on trauma, under the auspices of the Wayne president: 
University College of Medicine, Detroit, Nov. 12, Twenty-two 
illustrated 10 minute talks will be given. Provision has been president « 
made during a morning and afternoon intermission for actual J. Garibal 
demonstration of the surgical care of patients on the wards of has been 
the City of Detroit Receiving Hospital. A buffet luncheon will Hospital i 
be served in the auditorium through the courtesy of the Chrysler - been | 
ation of 


Corporation. 


MISSOURI 

Forum on Fluoridation—On Nov. 13 at 8 p. m. in St. Louis 
Medical Society Auditorium, the St. Louis Medical Forum and 
the St. Louis Dental Society will jointly sponsor a public meeting 
to discuss “What Fluoridation Means to You.” 


Academic Affiliation for Hospital Pediatric Service.—The pedi- 
atric service of Kansas City General Hospital no. 1 has become 
affiliated with the department of pediatrics of the University of 
Kansas School of Medicine, Kansas City, Kan., as a part of the 
teaching activity of the school. Dr. Franklin C. Behrle of the 
pediatric department of the school will have charge of the teach- 
ing of medical students and of the hospital’s interns and residents. 
The teaching program is supported by the Kansas City Associ- 
ation of Trusts and Foundations. 


NEBRASKA 


Regional Postgraduate Courses.—The second annual regional 
postgraduate courses sponsored by the Speakers Bureau Com- 
mittee of the Nebraska State Medical Association will be held 
in one day sessions (1:30 to 9:30 p. m.) in Scottsbluff, Nov. 17; 
North Platte, Nov. 18; McCook, Nov. 19; Grand Island, Nov. 20; 
Norfolk, Nov. 21; and Beatrice, Nov. 22. At each meeting heart, 
cancer, pediatrics, chest diseases, and hematology will be dis- 
cussed. The guest faculty includes Drs. James M. Baty, Tufts 
College Medical School, Boston; Bruce E. Douglas, Mayo 
Foundation, Rochester, Minn.; Harry W. Southwick, Chicago; 
and Claude S. Wright, Ohio State University College of Medi- 
cine, Columbus. These courses are recognized for credit by the 
American Academy of General Practice. Information may be 
obtained from Mr. M. C. Smith, Executive Secretary of the 
Nebraska State Medical Association, 1315 Sharp Bldg., Lin- 
coln 8. 


NEW JERSEY 


Public Health Week.—The Middlesex County Medical Society, 
in conjunction with the Academy of Medicine of the Raritan 
Bay Area, will present the annual Public Health Week celebra- 
tion Nov. 13 in the Perth Amboy High School auditorium. The 
theme will be “Immunization Against Disease.” 


Graduate Week.—The Academy of Medicine of Northern New 
Jessey will observe Nov. 10-14 as annual graduate week, with 
a consideration of “Highlights of Medical Progress, 1952.” 
Lectures will be given each evening at the academy, and morn- 
ing and afternoon sessions, including panels, will be held as 
follows: 

- Monday, Basic Science and Pathological Physiology Day, Orange Memo- 
rial Hospital. 

Tuesday, Medical Day, Mountainside Hospital, Montclair. 

Wednesday, Surgical Day, Newark City Hospital. 

Thursday, Obstetric and Gynecologic Day, Jersey City Hospital and 
Margaret Hague Maternity Hospital, Jersey City. 

Friday, Pediatrics and Chronic Diseases, Essex County Hospital for 
Contagious Diseases, Belleville. 

Dr. Wilder G. Penfield, professor of neurology and neuro- 
surgery, McGill University, Montreal, Canada, will deliver the 
sixth annual C. C. Beling memorial lecture Friday at 8:30 p. m. 
under the auspices of the New Jersey Neuropsychiatric Asso- 
ciation. His topic will be “Obstetrical Cause and Surgical Treat- 
ment of Temporal Lobe Epilepsy.” 


Personals.—Dr. Harold A. Murray of Newark, president of the 
Medical Society of New Jersey, was awarded the degree of 
doctor of laws, honoris causa, by his alma mater, Seton Hall 
University, South Orange, at the commencement exercises, 
where Dr. Murray delivered an address on “Education for 
Life..-__Dr. Edwin H. Albano, East Orange, was recently 
tlected president of the New Jersey Society of Clinical Patholo- 
gists; Dr. Thomas K. Rathmell, Trenton, was named vice- 
President; and Dr. Robert Brill, Passaic, secretary-treasurer. 
—Dr. Vincent P. Butler, Jersey City, was recently elected 
president of the St. Francis Hospital staff, succeeding Dr. Louis 
J. Garibaldi of Hoboken. Dr. Vincenzo E. Maturi, Bayonne, 
has been named president of the medical staff of Greenville 
Hospital in Jersey City. Dr. Hyman I. Goldstein, Camden, 
has been elected an honorary member of the Mexican Associ- 
tion of Gastroenterology and of the Medical Society of 
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Acapulco, Guerrero, Mexico. He was previously elected honor- 
ary member of the Belgian and Italian Societies of Gastro- 
enterology, foreign corresponding member of the National 
French Society of Gastroenterology and the Cuban Society of 
Cancerology, and lifetime medical historian of the New Jersey 
Gastroenterological Society and National Gastroenterological 
Association. He was recently named lifetime honorary fellow 
of the New Jersey society, which he helped to found in 1932. 


NEW YORK 


Diabetes Lecture.—At the meeting of the Onondaga County 
Medical Society, Nov. 11, 8:30 p. m., at the University Club in 
Syracuse, Dr. Reed Harwood, Massachusetts General Hospital, 
Boston, will speak on “The Management of Diabetes.” This in- 
struction is provided by the Medical Society of the State of New 
York, with the cooperation of the New York State Department 
of Health. 


Cardiac Lecture.—On Nov. 11 at 4 p. m. Dr. John C. Mithoefer, 
associate surgeon, Mary Imogene Bassett Memorial Hospital, 
Cooperstown, will deliver an address on “Cardiac Arrhythmias” 
for the Schoharie County Medical Society, meeting at the public 
library in Cobleskill, under the sponsorship of the Medical Soci- 
ety of the State of New York, with the cooperation of the New 
York State Department of Health. 


Lecture on Liver Disease.—Dr. William F. Lipp, University of 
Buffalo School of Medicine, will address a dinner meeting of the 
Steuben County Medical Society at 6:30 p. m. Nov. 13 at the 
Hotel Steuben in Bath. His talk, “Newer Treatment of Jaundice 
and Liver Disease,” is presented under the auspices of the Medi- 
cal Society of the State of New York, with the cooperation of 
the New York State Department of Health. 


Dr. Bauer to Speak at Annual Dinner.—The annual President's 
Dinner of the Medical Society of the County of Kings and 
Academy of Brooklyn will be held Nov. 12 at the Hotel St. 
George in honor of Dr. Charles H. Loughran, Brooklyn. Presen- 
tation of a medal and scroll will be made by Dr. Edward T. 
Wentworth, Rochester, president, Medical Society of the State 
of New York. Dr. Louis H. Bauer, Hempstead, President of the 
American Medical Association, will be the guest speaker. Sub- 
scription, $12.50 per person; ladies invited. 


Symposium on Cardiovascular Disease.—The division of cardi- 
ology, department of medicine, Jewish Hospital, Brooklyn, has 
arranged a symposium on cardiovascular disease at the Leon 
Louria Auditorium, 555 Prospect Place, Brooklyn. The series 
of monthly lectures by New York physicians, which will be pre- 
sented on Thursdays at 4 p. m. and will be open to members 
of the medical profession, is as follows: 

Nov. 13, Advances in Electrocardiography, Charles E. Kossmann. 

Dec. 11, Vectocardiography and Ballistocardiography, Arthur Grishman. 

Jan. 8, 1953, Kidney and Heart Disease, Louis Leiter. 

March 12, Diagnosis and Treatment of Arrhythmia, David Scherf. 

April 30, Advances in Clinical Cardivlogy, Charles K. Friedberg. 

May 14, Advances in Cardiovascular Surgery, Ralph A. Deterling Jr. 


Conference on Aging.—The Albany County Department of 
Public Welfare will sponsor a Capital District Conference on 
Aging on Nov. 13, 1 to 4 p. m., at the Ann Lee Home (next to 
Albany Airport). “The National Significance of Aging” will be 
discussed by Mr. Clark Tibbitts, Washington, D. C. After a 
general discussion, for which Dr. John J. Phelan, medical di- 
rector, Ann Lee Home, will serve as moderator, there will be 
panels on medical and socioeconomic problems of aging. Dr. 
J. Garth Johnson, Ph.D., Albany Medical College, will serve 
as moderator for the panel on medical problems. Collaborators 
will be Drs. H. Beckett Lang, I. Jay Brightman, and Raymond 
Harris, all of Albany. 


Society News.—The following officers were recently installed 
by the New York Roentgen Society: president, Dr. John L. Olpp, 
Tenafly, N. J.; vice-president, Dr. Irving Schwartz, New York; 
secretary, Dr. Harold W. Jacox, New York; and treasurer, Dr. 
Jacob R. Freid, New York. The Long Island Psychiatric 
Society, an affiliate of the American Psychiatric Association, 
recently held its first meeting of the 1952-1953 season at the 
Pilgrim State Hospital. Dr. Benjamin H. Balser spoke on 
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“Adolescent Psychiatry.” The Medical Society of the County 
of Queens, Inc., will sponsor a lecture on “Pitfalls in the X-Ray 
Diagnosis of Gastrointestinal Lesions” (illustrated with proved 
cases) by Dr. John Sumers, associate radiologist, Kew Gardens 
General Hospital, Nov. 14 at 4 p. m. “Office Cancer Practice” 
will be presented by Dr. Leonard B. Goldman, clinical professor, 
radiotherapy, New York Medical College, Flower and Fifth 
Avenue Hospitals, on Nov. 21 at the same time. 


New York City 

Tumor Clinic Conference.—At its monthly tumor clinic con- 
ference, Nov. 12, 10:45 a. m. (Women’s Pavilion, 137th St. 
entrance), Harlem Hospital will have as its guest speaker Dr. 
James J. Nickson, chief, radiation therapy department, Memorial 
Center for Cancer and Allied Diseases, who will talk on “Car- 
cinoma of the Breast.” 


Symposium on Cerebral Palsy.—The Research Council of the 
United Cerebral Palsy Association, Inc., will conduct its fourth 
symposium on cerebral palsy at the New York Academy of 
Medicine, 2 E. 103rd St., Nov. 15, 10 a. m. to 12:30 p. m. The 
following program will be presented: 
Robert W. Doty, Ph.D., Salt Lake City, Physiology of the Nervous 
System in Relation to Cerebral Palsy. 
William K. Jordan, Little Rock, Ark., Aspects of Cerebral Metabolism 
of Importance in the Problem of Cerebral Palsy. 
Miss Ellen A. Thiel, Buffalo, Differential and Developmental Diagnosis: 
Basis of Educational Planning for a Child with Cerebral Palsy. 
Margaret H. Jones, Los Angeles, Appraisal of. Progress in the Cerebral 
Palsied Child. 


Personals.—Dr. E. Michael Bluestone was reelected president of 
the American Association of Hospital Consultants at the annual 
meeting in Philadelphia———Dr. Harry D. Kruse has been ap- 
pointed secretary to the Committee on Public Health Relations 
of the New York Academy of Medicine. Dr. Leonard 
Greenburg, since 1935 director of the division of industrial 
hygiene and safety standards of the New York State Department 
of Labor, was recently cited as the 1952 recipient of the Donald 
E. Cummings award of the American Industrial Hygiene Associ- 
ation———The University of Tampa (Fla.) has bestowed on 
Dr. William G. Niederland a medal for achievement as a 
“scholar, physician, and educator” in the fields of intercultural 
education and mental health. Dr. Niederland served as professor 
of psychology at the University of Tampa, 1946-1947, and from 
‘1947 to 1950 was a member of the psychiatric staff of Mount 
Sinai Hospital. Dr. Julius Lempert, New York, has been 
appointed research professor of otology at Tufts Medical College, 
Boston. Dr. I. Paul Train has been made associate professor 
of surgery at New York Medical College and attending surgeon 
at Flower and Fifth Avenue Hospitals. Dr. George T. Pack 
addressed the Annual Surgical Congress of Ecuador at Guayaquil 
on “Sarcomas of the Soft Somatic Tissues” and spoke before 
the Colombian Association of Surgeons at Bogota on “Extension 
of Radical Surgery in the Treatment of Cancer.” 


OHIO 

Lower Lecture.—The annual William E. Lower lecture will be 
given at the Academy of Medicine in Cleveland, Nov. 21 at 8:30 
p. m. by Dr. Herrman L. Blumgart, professor of medicine, 
Harvard Medical School, Boston, on “The Pathologic Physi- 
ology of Coronary Heart Disease.” 


Academy Programs.—The Academy of Medicine of Cincinnati 
will present a symposium on antibiotics Nov. 11. Participating 
in the program will be Drs. Chester S. Keefer, Boston, William 
A. Altemeier, and Morton Hamburger, Cincinnati. On Nov. 18 
Dr. Joseph M. Hayman, Cleveland, will discuss “Medical Dis- 
eases of the Kidney.” 


Lectures on Internal Medicine.—For its Thursday seminar on 
recent advances in internal medieine, the Southwestern Ohio 
Society of General Physicians in collaboration with the Univer- 
sity of Cincinnati College of Medicine will present a lecture on 
“Newer Agents of Practical Value in the Diagnosis and Treat- 
ment of Hyperthyroidism” by Dr. Richard E. Goldsmith, Cincin- 
nati, Nov. 13 at 10 a. m. At 11 a. m. Dr. Marion A. Blankenhorn, 
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Cincinnati, will discuss “Observations on the Medical Manage. 
ment of Hypothyroidism and on Malignant Tumors of the 
Thyroid.” ‘On Nov. 20 at 10 a. m. Dr. Robert C. Rothenberg 
Cincinnati, will talk on “Current Concepts in the Management 
of Obesity.” At 11 a. m. there will be a panel discussion of 
questions presented during the seminar. These meetings are held 
in the medical school auditorium at Eden Ave. 


PENNSYLVANIA 

State Medical Elections.—At its annual meeting the Medica] 
Society of the State of Pennsylvania chose Dr. James L. White. 
hill, Rochester, as president-elect and named Dr. Harold BR. 
Gardner, Pittsburgh, secretary-treasurer to succeed Dr. Walter 
F. Donaldson, Pittsburgh, who retired after 34 years as secretary 
and secretary-treasurer. 


Legacy to Hospital and Children’s Home.—Grand View Hos- 
pital, Sellersville, and a children’s home are the principal bene. 
ficiaries according to the will of Charles J. Manderfield, a 
75-year-old bachelor who lived near Quakertown before his 
recent death. His estate is estimated to contain $105,000. His 
home and land are to be developed into a park for public use; 
a sum “not less than $100 or more than $500” will be contributed 
annually to the children’s home; and the balance of the income 
from the residue of the estate is to be paid annually to the 
Grand View Hospital. Before his death he had donated $30,000 
to the hospital to help defray expenses. 


Philadelphia 

Medical Library Meeting.—The Philadelphia Regional Group 
of the Medical Library Association will meet at the University 
of Pennsylvania Nov. 18. Dinner at Houston Hall at 6:30 p. m. 
will be followed by a visit to the new library of the Hospital of 
the University of Pennsylvania. The program will include greet- 
ings from Dr. O. H. Perry Pepper, honorary librarian of the 
University Hospital, and an address, “Bibliographic Services of 
the National Medical Library,” by Lieut. Col. Frank B. Rogers, 
director, Armed Forces Medical Library. 


TEXAS 

James Greenwood Lecture.—The annual James Greenw6od 
lecture in neurosurgery will be given Nov. 24 at the University 
of Texas Medical Branch, Galveston, by Dr. Herbert Olivecrona, 
professor of neurosurgery, University of Stockholm, Sweden, 
who will describe “Treatment of Arteriovenous Aneurysms of 
the Brain.” 


University News.—A series of seminars on “Problems Confront- 
ing the Medical Sciences During Flight in and Above the Aero- 
pause” is being presented at the University of Texas Medical 
Branch, Galveston. These seminars are given Tuesday noons 
under the auspices of the department of physiology. ——Ludwig 
von Bartalanffy, Ph.D., research professor of biology of the 
University of Ottawa Medical Faculty is conducting a series of 
seminars at the University of Texas Medical Branch, Galveston. 
For the departments of physiology, biochemistry, and anatomy 
he will discuss “Quantitative Laws in Metabolism, Growth and 
Morphogenesis” and for the psychiatry staff he will speak on 
“Gestalt Theory in Psychiatry.” 


Pediatrics Conference.—The postgraduate division of the 
University of Texas Medical Branch, in cooperation with the 
department of pediatrics, University of Texas Child Health 
Program, Texas Medical Association, Texas State Department 
of Health, Texas Academy of General Practice, and the Univer: 
sity of Texas Postgraduate School of Medicine, announces 4 
pediatrics conference to be held at the Medical Branch, Gal: 
veston, Nov. 17-21. Guest speakers will include Drs. Douglas N. 
Buchanan, professor of pediatric neurology, and Donald E. 
Cassels, associate professor of pediatrics, University of Chicag0 
School of Medicine; Dr. J. Lozoya, surgeon-in-chief, Hospital 
Infantil, Mexico City; Dr. Edward L. Pratt, associate professof 
of pediatrics, New York University-Bellevue Medical Center, 
New York; and Dr. Lawson Wilkins, associate professor of ped 
atrics, Johns Hopkins Medical School, Baltimore. 
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WASHINGTON 

Heart Association Symposiums.—The Washington State Heart 
Association and the state department of health offer two sym- 
posiums to all county medical societies. One team of physicians 
will discuss mitral commissurotomy, and the peripheral vascular 
team will discuss newer drugs and therapeutic approaches. 
Societies interested in obtaining these teams should contact the 
Washington State Heart Association, 5100 Arcade Bldg., 
Seattle. 


WEST VIRGINIA 

Meeting on Trauma.—The Committee on Trauma of the Ameri- 
can College of Surgeons for the Northern district of West 
Virginia will sponsor a meeting at the Fort Henry Club, Wheel- 
ing, Nov. 13 at 2:30 p. m. Dr. Paul B. Steele, professor of 
orthopedic surgery at the University of Pittsburgh School of 
Medicine, will be the guest speaker. All physicians interested in 
traumatic surgery are invited. 


WISCONSIN 

Lecture on Placebo Administration.—The Medical Society of 
the University of Wisconsin recently presented a lecture on 
“Physiologic Effects of Placebo Administration” by Dr. Stewart 
G. Wolf Jr., chairman, department of medicine, University of 
Oklahoma School of Medicine, Oklahoma City. 


Dearholt Days.—Sponsored by the Wisconsin Trudeau Society, 
Dane County Medical Society, Veterans Administration, and 
Wisconsin Anti-Tuberculosis Association, and held yearly in 
memory of Dr. Hoyt E. Cearholt, Dearholt Days will be ob- 
served at the Marquette University School of Medicine in 
Milwaukee on Nov. 10 and at the University of Wisconsin 
Medical School, Madison, on Nov. 11. Dr. Richard L. Riley, 
Baltimore, will discuss “Physiological Principles in the Manage- 
ment of Emphysema,” and Dr. Max B. Lurie, Philadelphia, 
“The Nature of Genetic Resistance to Tuberculosis.” An open 
meeting for physicians will be held at the Veterans Hospital, 
2500 Lookout Terrace, Madison, at 8 p. m. on Tuesday. Dr. 
Riley will speak on “Effects of Age on the Pulmonary Capillary 
Bed” and Dr. Lurie on “Constitutional Factors in Resistance to 
Infection: The Effect of Cortisone and ACTH in the Patho- 
genesis of Tuberculosis.” 


GENERAL 

Psychiatric Meeting.—The fall meeting of the New England 
Society of Psychiatry will be held at Foxboro State Hospital, 
Foxboro, Mazss., Nov. 12 at 2 p. m. Dr. Winfred Overholser, 
superintendent, Saint Elizabeth’s Hospital, Washington, D. C., 
will talk on “The Psychiatrist As a Witness.” 


Meeting on Arteriosclerosis—The American Society for the 
Study of Arteriosclerosis will hold its annual meeting at the 
Hotel Knickerbocker, Chicago, Nov. 9-10 under the presidency 
of Dr. G. Lyman Duff, Montreal, Canada. Thirty-two papers 
will be presented, and 20 will be read by title. 


Meeting on Tropical Medicine.—The American Society of 
Tropical Medicine and Hygiene and the American Academy of 
Tropical Medicine will hold their annual meeting conjointly at 
the Hotel Galvez, Galveston, Texas, Nov. 13-15. In addition to 
the scientific sessions and the annual business meeting, sym- 
posiums will be held on “Toxoplasmosis” and “Sanitary Engineer- 
ing in the Tropics.” 


Prize for Paper on Diabetes——The American Diabetes Associ- 
ation offers a $250 prize to medical students and interns for a 
Paper on any subject relating to diabetes. Manuscripts must be 
submitted before April 1, 1953, to the editorial offices of 
Diabetes: Journal of the American Diabetes ‘Association, 11 W. 
42nd St., New York 36. The award has been made possible 
through the generosity of the St. Louis Diabetes Association. 


Papers for Thoracic Surgery Meeting —The American Associ- 
ation for Thoracic Surgery, which will meet in San Francisco, 
March 27-30, 1953, announces that abstracts for the presentation 


of papers must be received on or before Dec. 1, 1952. They 
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should contain from 200 to 250 words and should accurately 
reflect the contents of the completed paper. Five copies of each 
abstract should be sent to the secretary of the association, Dr. 
Paul C. Samson, 2938 McClure St., Oakland 9, Calif. 


Life Insurance Predoctoral Fellowships.—The Life Insurance 
Medical Research Fund invites faculty members to nominate 
candidates for 1953-1954 predoctoral fellowships for research 
in the medical sciences. Nomination deadline is Dec. 31, 1952. 
These fellowships are open to those who will have completed a 
year or more of work in a medical or graduate school and can 
devote most of their time to research. Stipends vary from $2,000 
to $2,400. Information may be obtained from the Scientific 
Director, Life Insurance Medical Research Fund, 2 E. 103rd 
St., New York 29. 


International Medical Assembly.—The Interstate Postgraduate 
Medical Association of North America will hold its international 
medical assembly Nov. 10-13 in the Public Auditorium of 
Cleveland. Thirty-seven clinics and 18 addresses will be pre- 
sented. At the assembly dinner, 7 p. m. in the Grand Ballroom 
of the Hotel Statler, Dr. Cyrus C. Sturgis, Ann Arbor, Mich., 
president of the association, will deliver an address on “The 
Changing Medical Scene.” “Treasure Hunting Holiday,” an all- 
color adventure film lecture, will be presented by Dr. and Mrs. 
George Crile Jr., Cleveland. 


Recreational Therapy Section.—At the annual convention of the 
American Association for Health, Physical Education, and 
Recreation, a department of the National Education Association, 
action was taken to organize a recreational therapy section, the 
purpose of which is to furnish information on trends and develop- 
ments in recreational therapy to recreation personnel at hospitals, 
training and boarding schools for the exceptional and mentally 
retarded, rehabilitation centers, and camps. The Journal of the 
American Association for Health, Physical Education and Recre- 
ation will carry news items of interest to those engaged in 
recreational therapy. Suggestions as to the content of this news 
section should be mailed to B. E. Phillips, Editor, Recreational 
Therapy Section, 3411 N St. N. W., Washington 7, D. C. 


Regional Meeting of College of Physicians.—At the Midwest 
Regional Meeting of the American College of Physicians, in 
Chicago Nov. 22 at the Congress Hotel, 25 papers on topics in 
internal medicine will be presented. Among the distinguished 
guests who will speak at the banquet are Dr. T. Grier Miller, 
Philadelphia, president of the American College of Physicians, 
Dr. LeRoy H. Sloan, Chicago, president-elect of the college, Dr. 
J. Roscoe Miller, Evanston, Ill., president of Northwestern 
University, and Mr. E. R. Loveland, Philadelphia, executive 
secretary of the American College of Physicians. Dr. Howard 
Wakefield, Chicago, governor of the northern Illinois branch 
of the college, is general chairman and toastmaster. There is no 
registration fee, and members of the medical profession are 
invited to be present. 


Association of Medical Colleges.—The annual meeting of the 
Association of American Medical Colleges will be held at the 
Hotel Broadmoor, Colorado Springs, Colo., Nov. 10-12 under 
the presidency of Dr. George Packer Berry, Boston. Monday 
at 10 a. m. round-table discussions of matters pertinent to a 
college department of preventive medicine and public health will 
be conducted. At 2:30 p. m. there will be a showing of short 
teaching films on cancer (first series). The speaker at the annual 
dinner will be Dr. Alan Gregg, vice-president of the Rockefeller 
Foundation. The Borden award for 1952 will be presented. On 
Tuesday at 2 p. m. the second series of short films on cancer 
will be shown, and at 5 p. m. there will be a round-table for 
those interested in the teaching of rehabilitation, led by Dr. 
Hart E. Van Riper and Catherine Worthingham, Ph.D., of the 
National Foundation for Infantile Paralysis. 


Society Elections——At the annual meeting of the Harvey 
Cushing Society, held in Victoria, British Columbia, Canada, 
Dr. William J. German, New Haven, Conn., was elected 
president; Dr. Edgar A. Kahn, Ann Arbor, Mich., president- 
elect; Dr. Eldridge H. Campbell, Albany, vice-president; and 
Dr. David L. Reeves, Santa Barbara, Calif., secretary-treasurer. 
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——At its annual meeting the American Urological Associ- 
ation elected Dr. George F. Cahill, New York, president; 
Dr. John A. C. Colston, Baltimore, president-elect; Dr. Charles 
H. deT. Shivers, Atlantic City, N. J., secretary; and Dr. George 
C. Prather, Brookline, Mass., treasurer. The next annual meeting 
will be held in St. Louis, May 11-14, 1953.——At the meeting of 
the American Ophthalmological Society, held in Hot Springs, 
Va., Dr. Conrad Berens, New York, was elected president; 
Dr. William L. Benedict, Rochester, Minn., vice-president; 
Dr. Maynard C. Wheeler, New York, secretary-treasurer; and 
Dr. Gordon M. Bruce, New York, editor. 


Diabetes Detection Drive.—The fifth Diabetes Detection Drive 
will be held during Diabetes Week, Nov. 16-22, sponsored by 
the American Diabetes Association. Physicians in state and 
county medical societies and local diabetes associations will 
supervise the organizations in 700 areas of the United States, 
Canada, Puerto Rico, and Hawaii in an attempt to find the 
estimated one million Americans who have diabetes and do not 
know it. The American Diabetes Association will make available 
testing material to these medical groups for the large-scale 
screening program but emphasizes that diagnosis rests with the 
physician. Local diabetes associations, which now number 31, 
usually have both a clinical society, composed of interested 
physicians, and a lay society. The objectives of the association 
are: (1) to disseminate among physicians the latest information 
concerning the disease; (2) to educate laymen on the importance 
of early recognition of diabetes and its medical supervision: 
(3) to discover and bring under treatment as many as possible 
of the vast number of hidden diabetics; and (4) to foster and 
promote research in diabetes and allied fields. The association 
does not conduct public fund raising or use governmental sub- 
sidy but depends for financial support on membership dues and 
voluntary donations. 


International Rheumatic Fever Study.—The American Heart 
Association’s Council on Rheumatic Fever and the British 
Medical Research Council have issued the preliminary report 
of their cooperative study on the relative values of corticotropin 
(ACTH), cortisone, and salicylates in the treatment of rheumatic 
fever and prevention of rheumatic heart disease. This study was 
initiated in January, 1951, in 13 research centers in the United 
States, Great Britain, and Canada. In all three countries, 658 
cases have been admitted to the study, and the analysis of less 
than half of these is the basis of the preliminary report. Dr. 
David D. Rutstein of Boston, chairman of the committee on 
criteria and standards of the Council on Rheumatic Fever, was 
moderator for the panel of investigators. In the type of cases 
admitted to the trial, it appeared that individual symptoms, signs, 
or laboratory observations may have been affected more favor- 
ably by one or another of these three drugs, but no consistent 
pattern was evident; hence no conclusions could be drawn con- 
cerning the drug most effective in the control of the acute illness. 
The cases had not been under observation long enough to pro- 
vide data on the prevention of rheumatic heart disease. 

Admission of new cases to the study will be brought to an 
end later this year. It is anticipated that a total of 750 cases will 
be available in all three countries for complete and detailed 
analysis of the effects of the drugs on the acute course of the 
disease and later, after adequate follow-up, on the prevention 
of rheumatic heart disease. 


American Physicians Needed in Iran.—The Nemazee Medical 
Center, which is being developed by the Iran Foundation in 
Shiraz, Iran, is nearing completion, and the Medical Advisory 
Council of the foundation is looking for American medical men 
who would be interested in going to Shiraz to serve on the staff 
of the hospital there. This hospital will be modern and well 
equipped. Several of the staff heads will be Americans, although 
competent Iranian personnel will be trained gradually to carry 
on in the best traditions of modern American hospitals. Shiraz, 
about 6,000 ft. above sea level, is dry for most of the year. It 
has a modern sanitary water system carrying pure water in under- 
ground mains. The director of the hospital, an Iranian physician, 
was trained in the United States and did graduate work at 
Columbia University, New York, and Johns Hopkins Hospital, 
Baltimore. One staff appointment in internal medicine has al- 
ready been made. Those who consider themselves qualified and 
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would like to go to Iran may communicate with Dr. R. Townley 
Paton, chairman of the Medical Advisory Council, which jn- 
cludes Dr. Jean A. Curran, Dr. Henry E. Meleney, Dr. Wade 
W. Oliver, and Clair Turner, Dr. P. H., all of New York, and Dr. 
Robert L. Zobel of the U. S. Public Health Service, Washington, 
Be. 


Anesthesiologists Meet in Philadelphia.—The American Society 
of Anesthesiologists will hold its annual meeting at the Belleyue- 
Stratford in Philadelphia Nov. 11-14 under the presidency of 
Dr. C. Walter Metz, Denver. At this meeting the society will 
present 135 refresher courses. Wednesday noon there will be a 
round-table luncheon, with 21 topics scheduled. Thursday at 
9 a. m. a panel will be held on “Problems in Ventilation.” A 
panel luncheon will be held at 12:30 p. m. Friday for discussion 
of “Treatment of Multiple Acute Fractures.” On Thursday there 
will be a dinner dance. Honors will be presented to Ivan W. 
Magill, London, England, anaesthetic advisor to the Ministry 
of Health and to the Admiralty of Great Britain. The distin- 
guished service award for 1951 will be presented to Dr. Ralph 
M. Tovell, Hartford, Conn., and the recipient of the 1952 dis- 
tinguished service award will be announced. Various social events 
have been planned. Arrangements will also be made for the 
Pennsylvania-Army football game on Saturday, and for historical 
sightseeing trips. 


Prevalence of Poliomyelitis—According to the National Office 
of Vital Statistics, the following number of reported cases of 
poliomyelitis occurred in the United States, its territories, and 
possessions in the weeks ended as indicated: 


Oet. Is, Oct. 11, Oct. 20, 


Areu 1952? 12 1951 

New England States 

Middle Atlantie States 

31 
East North Central States 


West North Central States 


Minnesota. . 27 
17s 158 10 
66 res) 40 
North Dakota 8 9 2 
South Dakota 36 7 4 
South Atlantic States 
District of Columbia 3 4 3 
West Virginia.......... 26 16 iB 
6 10 6 
26 32 5 
East South Central States 
West South Central States 
Mountain States 
Pacific States 
197 138 159 
Territories and Possessions 
2,424 2,888 1,063 
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LATIN AMERICA 


Congress on Hydatid Disease.—The fourth International Con- 
gress of Hydatid Disease and the fourth National Congress of 
Surgeons of Chile will be held at Santiago, Chile, Nov. 21-24. 
Discussions will include medical and surgical problems, im- 
munobiology of hydatid disease, and epidemiology and pro- 
phylaxis. 


Congress of Angiology.—The first South American Congress of 
Angiology, which will convene under the sponsorship of the 
South American Chapter of the International Society of Angi- 
ology and the Argentine Society of Angiology, at Buenos Aires, 
Nov. 11-13, will have as its official theme “The Postphlebitic 
Syndrome.” 


Neuropsychiatric Congress in Chile.—The Chilean Society of 
Neurology, Psychiatry, and Neurosurgery announces an Inter- 
national Congress of Neuropsychiatry to be held in Santiago, 
Chile. Dec. 9-15, in conjunction with the celebration of the 
centenary of the founding of the National Mental Hospital of 
Chile. Among the topics to be discussed are virus infections of 
the nervous system, psychomotor epilepsy, organization of men- 
tal hospitals, relations betweer neurology and psychiatry, dis- 
turbances of consciousness, convulsive states, neuroses, biotype 
and personality, and psychopathic personality. Dr. Winfred 
Overholser, superintendent of Saint Elizabeths Hospital, Wash- 
ington, D. C., has been invited to address the congress on the 
following topics: psychiatric education, modern trends in 
psychiatry, and the mentally deviated sexual offender. 


FOREIGN 

Institute of Radiology—The annual meeting of the British 
Institute of Radiology, Dec. 4-5 in London at Church House, 
Westminster, will include a diagnostic symposium on “Radiology 
of the Arterial System,” a therapy symposium on the subject of 
“Hypopharyngeal Cancer,” and a radiobiology symposium that 
will deal with certain aspects of whole body irradiation. The 
Mackenzie Davidson memorial lecture has been planned. 


Family Practice Program at Edinburgh Expanded.—The Rocke- 
feller Foundation has given the University of Edinburgh a five 
year grant of £25,000 (about $70,000) toward a program at the 
medical school for improving methods of medical practice de- 
signed to provide comprehensive medical care for families. The 
expanded teaching program will be under the direction of Dr. 
Richard Scott. Last year Dr. Scott was in the United States and 
Canada on a foundation grant to observe the teaching of pre- 
ventive medicine and the development of group practice. 


Gynecologists and Obstetricians Meet in Paris.—The adminis- 
strative council of the National Syndicate of French Gynecolo- 
gists and Obstetricians has announced an International Syndical 
Reunion of Gynecologists and Obstetricians, to be held in Paris, 
May 22-23, 1953, to discuss (1) maternal and neonatal protection 
in wartime and (2) criteria and process of qualification in 
gynecology and obstetrics. All syndical organizations of gynecol- 
ogy and obstetrics and all interested in these questions are 
invited. Requests for information should be addressed to Dr. 
Jacques Courtois, secretary general of the Syndicat National 
des Gynecologues et Obstetriciens francais, 1 rue Racine, Saint- 
Germain-el-Laye (S. & O.). 


CORRECTIONS 


Phenobarbital.—In the query entitled “Phenobarbital” in THE 
JourNAL, Oct. 4, 1952, page 528, the figure in parenthesis in 
the second line of the query should have been 0.015 gm. instead 
of 0.05 gm. 


The Function of Ferritin.—In the first line of the editorial by 
this title in THE JOURNAL, Sept. 6, 1952, it was erroneously 
Stated that Laufberger is a French scientist. M. Laufberger, a 


Czech, is a professor of physiology at the Charles University 
in Prague, 
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MEETINGS 


AMERICAN MEDiIcAL AssocIATION CLINICAL SEssION, Denver, Dec. 2-5. 
Dr. George F. Lull, 535 North Dearborn Street, Chicago 10, Secretary. 


AMERICAN ACADEMY OF DERMATOLOGY AND SyYPHILOLOGY, Palmer House, 
Chicago, Dec. 6-11. Dr. John E. Rauschkolb, P.O. Box 6565, Cleve- 
land 1, Secretary. 


AMERICAN ACADEMY OF OBSTETRICS AND GYNECOLOGY, Palmer House, 
Chicago, Dec. 15-17. Dr. Ralph A. Reis, 116 S. Michigan Blvd., 
Chicago 3, Secretary. 


AMERICAN ACADEMY OF TROPICAL MEDICINE, Galveston, Texas, Nov. 13-15. 
Dr. Clay G. Huff, Navy Medical Research Institute, Bethesda 14, Md., 
Secretary. 


AMERICAN ASSOCIATION OF MEDICAL CLINICS, Cosmopolitan Hotel, Denver, 
Nov. 30-Dec. 1. Dr. Edwin P. Jordan, Box 114, Charlottesville, Va., 
Executive Director. 


AMERICAN COLLEGE OF CLINIC ADMINISTRATORS, Chase Hotel, St. Louis, 
Dec. 6-7. Dr. Eva M. Rule, 106 North Silver Street, Olney, Ill., 
Secretary. 


AMERICAN PsyCHOANALYTIC ASSOCIATION, New Yorker Hotel, New York, 
Dec. 4-7. Dr. LeRoy M. A. Maeder, 1910 Rittenhouse Square, Phila- 
delphia 3, Secretary. 


AMERICAN SOCIETY OF ANESTHESIOLOGISTS, The Bellevue-Stratford, Phila- 
delphia, Nov. 11-14. Dr. J. Earl Remlinger Jr., Suite 1101, 188 West 
Randolph Street, Chicago 1, Secretary. 


AMERICAN SOCIETY FOR THE STUDY OF ARTERIOSCLEROSIS, Hotel Knicker- 
bocker, Chicago, Nov. 9-10. Dr. O. J. Pollak, P. O. Box 228, Dover, 
Del., Secretary. 


AMERICAN SOCIETY OF TROPICAL MEDICINE AND HyGIENe, Galvez Hotel, 
Gaiveston, Texas, Nov. 13-15. Dr. Quentin M. Geiman, 25 Shattuck St., 
Boston 15, Secretary. 


ASSOCIATION OF AMERICAN MEDICAL COLLEGES, The Broadmoor, Colorado 
Springs, Colo., Nov. 10-12. Dr. Dean F. Smiley, 185 North Wabash 
Ave., Chicago 1, Secretary. 


ASSOCIATION OF MILITARY SURGEONS OF THE UNITED States, Hotel Statler, 
Washington, D. C., Nov. 17-19. Dr. R. R. Sayers, Armed Forces 
Institute of Pathology, Washington 25, D. C., Secretary. 


ASSOCIATION FOR RESEARCH IN NERVOUS AND MENTAL DISEASES, Hotel 
Roosevelt, New York, Dec. 12-13. Dr. Clarence C. Hare, 700 West 
168th St., New York 32, Secretary. 


ASSOCIATION OF STATE AND TERRITORIAL HEALTH OrFicers, Washington, 
D. C., Dec. 8-11, Dr. John D. Porterfield, 306 Ohio Depts. Bidg., 
Columbus 15, Ohio, Secretary. 


INTERSTATE Post GRADUATE MEDICAL ASSOCIATION OF NORTH AMERICA, 
Public Auditornum, Cleveland, Nov. 10-13. Dr. Arthur G. Sullivan, 
16 North Carroll St., Madison, Wis., Managing Director. 


NATIONAL ASSOCIATION FOR MENTAL HEALTH, Henry Hudson Hotel, New 
York, Nov. 17-19. Dr. George S. Stevenson, 1790 Broadway, New York, 
Medical Director. 


NortH Paciric SurGcicat Association, Spokane, Wash., Nov. 21-22. Dr. 
John A. Duncan, 509 Olive Way, Seattle, Secretary. 


Puerto Rico Mepicat Association, Santurce, Dec. 10-14. Dr. Luis R 
Guzman-Lopez, Box 9111, Santurce, Secretary. 


RADIOLOGICAL SOCIETY OF NORTH AMERICA, Netherland Plaza and Sheraton- 
Gibson Hotels, Cincinnati, Dec. 7-12. Dr. Donald S. Childs, 713 East 
Genesee St., Syracuse 2, N. Y., Secretary. 


SOUTHERN ELECTROENCEPHALOGRAPHIC Socrety, Sorrento Hotel, Miami 
Beach, Fla., Nov. 10-11. Dr. Irving Pine, Columbus Receiving Hospital, 
Columbus, Ohio, Secretary. 


SOUTHERN MEDICAL AssociATION, Miami, Fla., Nov. 10-13. Mr. C. P. 
Loranz, 1020 Empire Bidg., Birmingham 3, Ala., Secretary. 


SOUTHERN SURGICAL ASSOCIATION, Hollywood, Fla., Dec. 9-11. Dr. John C. 
Burch, 2112 West End Ave., Nashville 5, Tenn., Secretary. 


WESTERN SURGICAL ASSOCIATION, The Shamrock, Houston, Texas, Dec. 4-6. 
Dr. Michael L. Mason, 154 East Erie St., Chicago 11, Secretary. 
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INTERNATIONAL 


CONGRESS OF INTERNATIONAL LEAGUE AGAINST RHEUMATISM, Geneva and 
Zurich, Switzerland, Aug. 24-29, 1953. For information write: Dr. W. 
Tegner, The London Hospital, London E.1, England. 


CONGRESS OF THE INTERNATIONAL SOCIETY OF SuRGERY, Lisbon, Portugal, 
Sept. 15-20, 1953. Dr. L. Dejardin, 141, rue Belliard, Brussels, Belgium, 
General Secretary. 


INTER-AMERICAN SESSION, American College of Surgeons, Paulista Medical 
Association Bldg., Sao Paulo, Brazil, Feb. 9-12, 1953. Dr. Moacyr Eyck 
Alvaro, 1151 Conselacao, Sao Paulo, Brazil, Chairman. 


INTERNATIONAL CONGRESS OF AUDIOLOGY, Groningen, Netherlands, June 
5-6, 1953. Dr. Gunnar Holmgren, Strandvagen 5A, Stockholm, Sweden, 
President. 


INTERNATIONAL CONGRESS OF ELECTROENCEPHALOGRAPHY AND CLINICAL 
NEvuROPHYSIOLOGY, Boston, Mass, U. S. A., Aug. 18-21, 1953. Dr. 
Robert S. Schwab, Massachusetts General Hospital, Boston 14, Mass., 
U. S. A., Secretary-General. 


INTERNATIONAL CONGRESS FOR History OF SCIENCE, Jerusalem, Israel, 
August 3-7, 1953. Prot. F. S. Bodenheimer, Hebrew University, Jeru- 
salem, Israel, President. 


INTERNATIONAL CONGRESS ON HyDATID Disease, Santiago, Chile, Nov. 21- 
24. Organizing Committee, P. O. Box 9183, Santiago, Chile. 


INTERNATIONAL CONGRESS ON MEDICAL LIBRARIANSHIP, London, England, 
July 20-25, 1953. Mr. W. R. LeFanu, % London School of Hygiene 
and Tropical Medicine, Keppel Street, London, W.C.1, England, 
Chairman. 


INTERNATIONAL CONGRESS OF MICROBIOLOGY, Rome, Italy, Sept. 6-12, 1953. 
For information write: Dr. V. Puntoni, Citta Universitaria, Rome, Italy. 


INTERNATIONAL CONGRESS OF MILITARY MEDICINE AND PHARMACY, Monte- 
video, Uruguay, March 1-7, 1953. Dirreccion General del Servico de 
Sanitad Militar, 8 de Octubre y Mariano Moreno, Montevideo, Uruguay, 
Secretariat of the Congress. 


INTERNATIONAL CONGRESS OF OTORHINOLARYNGOLOGY, Amsterdam, Nether. 
lands, June 8-15, 1953. Dr. W. H. Struben, J. J. Viottastraat 1, 
Amsterdam, Netherlands, Secretary. 


INTERNATIONAL CONGRESS OF RaD10-BIOLOGY, Copenhagen, Denmark, July 
14-25, 1953. Prof. Flemming Norgaard, Oster Voldgade 10, Copenhagen 
K, Denmark, Secretary General. 


INTERNATIONAL CONGRESS OF RADIOLOGY, Copenhagen, Denmark, July 
19-25, 1953. Professor Flemming Norgaard, 10 Oster Voldgade, Copen- 
hagen K., Denmark, Secretary General. 


INTERNATIONAL CONGRESS OF THALASSOTHERAPY, Dubrovnick, Yugeslavia, 
May 17-25, 1953. Prof. C. Plavaic, Mavrodne Republick 51, Belgrade, 
Yugoslavia, Secretary General. 


INTERNATIONAL CONGRESSES OF TROPICAL MEDICINE AND MA aria, Istanbul, 
Turkey, Aug. 28-Sept. 4, 1953. Professor Dr. Ihsan Siikru Aksel, Tunel 
Meydam, Beyoglu, Istanbul, Turkey, General Secretary. 


INTERNATIONAL FERTILITY ASSOCIATION, New York, N. Y., U. S. A., May 
25-31, 1953. Dr. Abner I. Weisman, 1160 Fifth Avenue, New York 29, 
N. Y., U. S. A., Associate Secretary General. 


INTERNATIONAL HosprTaL ConGreEsS, London, England, May 25-30, 1953. 
Capt. J. E. Stone, 10 Old Jewry, London, EC2, England, Hon. Secretary. 


INTERNATIONAL PHYSIOLOGICAL CONGRESS, Montreal, Canada, Aug. 31- 
Sept. 4, 1953. Dr. A. S. V. Burgen, Dept. of Physiology, McGill Uni- 
versity, Montreal, Canada, Secretary. 


INTERNATIONAL STUDY CONFERENCE ON CHILD WELFARE, Bombay, India, 
Dec. 5-12. For information write: All India Save the Children Com- 
mittee, 5 Carmichael Road, Bombay, India. 


INTERNATIONAL UNION AGAINST CANCER AND INTERNATIONAL CANCER RE- 
SEARCH COMMISSION, Joint Meeting, Bombay, India. Dec. 28. Prof. 
Khanolkar, Tata Memorial Hospital, Bombay, India, President. 


INTERNATIONAL VETERINARY CONGRESS, Stockholm, Sweden, Aug. 9-15, 1953. 
Prof. Axel Isaksson, Institute of Veterinary Medicine, Stockholm 50, 
Sweden, Secretary. 


PAN AMERICAN CONGRESS OF THE MEDICAL Press, Buenos Aires, Argentine, 
July 12-16, 1953. Secretaria del Congress, 763 Uriburu, Buenos Aires, 
Argentine. 


Wor_pD CONFERENCE ON MEDicAL EpucatTIoNn, British Medical Association 
House, Tavistock Square, W.C.1, London, England, Aug. 24-29, 1953. 
Secretariat: World Medical Association, 2 East 103d St., New York 29, 


Wor_p CONGRESS OF THE WORLD CONFEDERATION FOR PHYSICIAL THERAPY, 
London, England, Sept. 7-12, 1953. Miss M. J. Neilson, Chartered 
Society of Physiotherapy, Tavistock House, South, Tavistock Square, 
London, W.C.1, England, Secretary. 
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EXAMINATIONS 
AND LICENSURE 


Wall, 
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alma | 


BOARDS OF MEDICAL EXAMINERS 


ALABAMA: Examination. Montgomery, June 23-25. Sec., Dr. D. G. Gijj 
537 Dexter Ave., Montgomery. , 


Ataska:* Examination. Juneau, March 3. On application in other towns 


where there are board members. Reciprocity. On application. Sec., Dr atrics; 
W. M. Whitehead, Box 140, Juneau. : he wa 
Cotorapo:* Examination. Denver, Jan. 13-16. Exec. Sec., Mrs. B. Child 
Hudgens, 831 Republic Bldg., Denver. ; dren’s 


Connecticut:* Regular. Examination. Hartford, Nov. 12-13. Sec. to the Gallin 
Board, Dr. Creighton Barker, 160 St. Ronan St., New Haven. Homeo- Dectc 
pathic. Derby, Nov. 11-12. Sec., Dr. Donald A. Davis, 38 Elizabeth $1. “sis 
Derby. a 

DELAWARE: Examination. Dover, Jan. 13-15. Reciprocity. Dover, Jan, ‘22 Unive! 
Sec., Dr. J. S. McDaniel, 229 South State St., Dover. Graha 

District OF CoLuMBIA:* Examination. Washington, Nov. 10-12. Sec., Dr. 1874; 
Daniel L. Seckinger, 4130 E. Municipal Bldg., Washington. 1899: 

Fioripa:* Examination. Jacksonville, Nov. 23-25. Sec., Dr. Homer L. hy 
Pearson, 701 Dupont Bldg., Miami 32. divisio 


Guam: The Commission on Licensure will meet whenever a candidate Medici 


appears or submits his credentials. Ex. Sec., Dr. Austin W. Maitthis, ation; 
Agana. gology 
Hawa: Honolulu, Jan. 12-14. Sec., Dr. I. L. Tilden, 1020 Kapiolani St, Ameri 
Honolulu. and Pz 


—_ Boise, Dec. 12-14. Sec., Mr. Armand L. Bird, 364 Sonna Bldg,, Americ 
Oise. 
| 
IND‘ANA: Examination. Indianapolis, June 23-25. Ex. Sec., Miss Ruth V, July 2¢ 
Kirk, 538 K of P Bidg., Indianapolis. Hanral 
Iowa:* Examination. Des Moines, Dec. 8-10. Acting Director, Dr. Walter Hopkin 
L. Bierring, State Office Bldg., Des Moines. ate pro 
Kansas: Topeka, Dec. 10-11. Sec., Dr. O. W. Davidson, 864 New Brother- the fou 
hood Blidg., Kansas City. tifi 
Kentucky: Examination. Louisville, Dec. 8-10. Sec., Dr. Bruce Under- —— 


wood, 620 S. 3rd St., Louisville, the An 
Marne: Portland, Nov. 12-13. Sec., Dr. Adam P. Leighton, 192 State St, fellow 

Portland. membe: 
MaryYLanD: Examination. Baltimore, Dec. 9-12. Sec., Dr. Lewis P. Gundry, Union 


1215 Cathedral St., Baltimore 1. Marine 
MASSACHUSETTS: Examination. Boston, Jan. 13-16. Sec., Dr Robert C. Sept. 3¢ 
Cochrane, Room 37, State House, Boston. 
MississipP!: Reciprocity. Jackson, December. Asst. Sec., Dr. R. N. Whit- Slesinge 
field, State Board of Health, Jackson 113. July 8, | 
Nespraska:* Examination. Omaha, June 1953. Director, Mr. Husted K. specialis 
Watson, Room 1009 State Capitol Bidg., Lincoln 9. of the 
NortH Caro.ina. Reciprocity. Winston Salem, Jan. 19. Sec., Dr. Joseph J, Academ 
Combs, 716 Professional Bldg., Raleigh. cians: se 
Nortu Dakota: Examination. Grand Forks, Jan. 7-9. Reciprocity. Grand 1929 to 


Forks, Jan. 10. Sec., Dr. C. J. Glaspel, Grafton, 
PENNSYLVANIA: Examination. Philadelphia, January. Acting Sec., Mrs. 
Marguerite G. Steiner, Box 911, Harrisburg. 
SouTH CAROLINA: Examination. Columbia, Nov. 10-11. Sec., Mr. N. B. 
Heyward, 1329 Blanding St., Columbia. 
Soutu Dakorta:* Sioux Falls, Jan. 20-21. Exec. Sec., Mr. John C. Foster, 
300 First National Bank Bldg., Sioux Falls. 
Texas:* Examination. San Antonio, Nov. 13-15. Sec., Dr. M. H. Crabb, 
1714 Medical Arts Bldg., Ft. Worth. 
Utan: Examination. Salt Lake City, July. Asst. Dir., Mr. Frank E. Lees, 
324 State Capitol Bidg., Salt Lake City. 
VirGinia: Examination. Richmond, Dec. 11-13. Reciprocity. Richmond, 
Dec. 10. Sec., Dr. K. D. Graves, 631 First St., S.W., Roanoke, Va 
WISCONSIN: Examination. Madison, January 13-15. Sec., Dr. A. G. Koehler, 
46 Washington Blvd., Oshkosh. 
VIRGIN IsLaNnDs: Examination. St. Thomas, Nov. 12-13. Sec., Dr. Earle M 
Rice, St. Thomas. 


BOARDS OF EXAMINERS IN THE BASIC SCIENCES 
Aaska: Examination. On application. Juneau or other towns in Territory 
as decided by Board. Reciprocity. On application. Sec., Dr. C. Earl 
Albrecht, Box 1931, Juneau. 
OxtaHoMa: Oklahoma City, April 3. Sec., Dr. Clinton Gallaher, 813 
Braniff Bldg., Oklahoma City. 
OrEGON: Examination. Portland, Dec. 6. Sec., Dr. Charles D. Byrne, State 
Board of Higher Education, University of Oregon, Eugene. 
RuHopE IsLANp: Providence, Nov. 12. Admin. of Professional Regulation, 
Mr. Thomas B. Casey, 366 State Office Bldg., Providence. 
SoutH Dakota: Examination. Vermillion, Dec. 5-6. Sec., Dr. Gregg M. 
Evans, 310 E. 15th St., Yankton. 
Wisconsin: Examination. Milwaukee, Dec. 6. Madison, April 11. Sec» 
Mr. W. H. Barber, 621 Ransom St., Ripon. 
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Wall, Joseph Stiles © Washington, D. C.; born in 1876; George- 
town University School of Medicine, Washington, 1897; pro- 
fessor of pediatrics and formerly professor of physiology at his 
alma mater; specialist certified by the American Board of Pedi- 
atrics; member of the American Academy of Pediatrics of which 
he was 15th president in 1944-1945; a director of the American 
Child Health Asscciation; honorary chief of staff at the Chil- 
dren’s Hospital; affiliated with Providence, Georgetown, and 
Gallinger hospitals; consulting pediatrician to Columbia and 
Dectcrs hospitals; received the honorary degrees of master of 
arts in 1925 and doctor of science in 1938 from Georgetown 
University; died Sept. 18, aged 75. 


Graham, Harrington Bidwell @ San Francisco; born April 9, 
1874; University of California Medical School, San Francisco, 
1899; emeritus associate clinical professor of surgery in the 
division of. otorhinolaryngology, Stanford University School of 
Medicine; an Associate Fellow of the American Medical Associ- 
ation; specialist certified by the American Board of Otolaryn- 
gology; member of the American Laryngological Association, 
American Laryngological, Rhinological and Otological Society, 
and Pacific Coast Oto-Ophthalmological Society; fellow of the 
American College of Surgeons; served during World War I; died 
July 20, aged 78, of arteriosclerotic cardiovascular disease. 


Hanrahan, Edward Mitchell @ Baltimore; born in 1892; Johns 
Hopkins University School of Medicine, Baltimore, 1919; associ- 
ate professor of plastic surgery at his alma mater; member of 
the founders group of the American Board of Surgery; specialist 
certified by the American Board of Plastic Surgery; member of 
the American Society of Plastic and Reconstructive Surgery; 
fellow of the American College of Surgeons; served as a 
member of the state board of medical examiners; affiliated with 
Union Memorial, Johns Hopkins, Baltimore City, and U. S. 
Marine hospitals, and Hanover (Pa.) General Hospital; died 
Sept. 30, aged 59, of pulmonary tuberculosis. 


Slesinger, Hyman A. ® Johnstown, Pa.; born in Windber, Pa., 
July 8, 1904; University of Pittsburgh School of Medicine, 1926; 
specialist certified by the American Board of Pediatrics; member 
of the American Academy of Pediatrics and the American 
Academy of Allergy; fellow of the American College of Physi- 
cians; served during World War II; practiced in Pittsburgh from 
1929 to 1932, and was pediatrician to Passavant Hospital and 
assistant pediatrician to the Western Pennsylvania and Monte- 
fiore hospitals; affiliated with Windber (Pa.) Hospital, Lee, and 
Conemaugh Valley Memorial hospitals; died Sept. 4, aged 48, of 
coronary occlusion. 


Lederman, Moses David © New York; born in New York Oct. 
16, 1868; University of Pennsylvania Department of Medicine, 
Philadelphia, 1889; served during World War I; an Associate 
Fellow of the American Medical Association; specialist certified 
by the American Board of Otolaryngology; member of the 
American Laryngological, Rhinological and Otological Society; 
fellow of the American College of Surgeons; formerly on the 
faculty of the New York Polyclinic Medicai School and Hospital; 
one of the collaborators of the Laryngoscope; affiiliated with 
Lebanon Hospital, where he died Sept. 7, aged 83, of carcinoma 
of the stomach and acute hepatitis. 


Restin, Erich Herbert G. @ Fort Pierce, Fla.; born in Ashland, 
Wis., in 1893; University and Bellevue Hospital Medical College, 
New York, 1914; an Associate Fellow of the American Medical 
Association; member of the Medical Society of the State of New 
York; fellow of the American College of Surgeons; past president 
of the Westchester County Medical Society; formerly affiliated 
with Mount Vernon (N. Y.) Hospital, Grasslands Hospital in 
Valhalla, and White Plains (N. Y.) Hospital; formerly affiliated 
with Rockland County Tuberculosis Hospital in Pomona; died 
in New York Hospital Sept. 13, aged 59, of carcinoma of the 
sigmoid. 


#lndicates Member of the American Medical Association. 


1027 


DEATHS 


Kinney, Willard Heil, Ventnor, N. J.; Jefferson Medical Col- 
lege of Philadelphia, 1906; specialist certified by the American 
Board of Urology; secretary of the medical advisory board dur- 
ing World War I; member of the American Urological Asso- 
ciation; a founder and past president of the Philadelphia 
Urological Society; past president of the Jefferson Alumni Asso- 
ciation; for many years practiced in Philadelphia, where he 
was on the faculty of Jefferson Medical College and on the staff 
of Philadelphia General Hospital; formerly on the staff of the 
Delaware County Hospital in Drexel Hill, Pa.; died Aug. 21, 
aged 69. 


Owens, William Duncan ® Warrenton, Va.; University of Mary- 
land School of Medicine and College of Physicians and Surgeons, 
Baltimore, 1919; served during World War II; member of the 
Florida Medical Association and Southeastern Surgical Congress; 
fellow of the American College of Surgeons; served as surgeon, 
St. Francis and Mount Sinai hospitals, Miami Beach, Jackson 
Memorial, and Victoria hospitals in Miami; formerly chief con- 
sultant in surgery, Veterans Administration Hospital in Coral 
Gables; member of the founders group of the American Board 
of Surgery; died Aug. 6, aged 58. 


Allen, Frederick Blunt, North Wales, Pa.; Jefferson Medical 
College of Philadelphia, 1903; served on the staff of the Chestnut 
Hill Hospital in Philadelphia, where he died Aug. 8, aged 78, of 
pneumonia. 


Allis, Paul Mitten © Lewistown, Pa.; University of Pennsylvania 
School of Medicine, Philadelphia, 1913; specialist certified by 
the American Board of Otolaryngology; member of the Ameri- 
can Academy of Ophthalmology and Otolaryngology; affiliated 
with Lewistown Hospital, where he died Aug. 10, aged 61, of 
cerebral thrombosis with left hemiplegia. 


Appleberry, Dailey * Rivermines, Mo.; Barnes Medical College, 
St. Louis, 1906; died Aug. 3, aged 67, of coronary thrombosis. 


Barcklow, George Tingley, Mendocino, Calif.; University of 
Louisville (Ky.) Medical Department, 1912: formerly physician 
in the Indian Service; died Aug. 8, age 62, of coronary disease 
and cirrhosis of the liver. 


Beard, Archibald Hildreth ® Wayzata, Minn.; Harvard Medical 
School, Boston, 1914; clinical associate professor of medicine 
at the University of Minnesota Medical School, Minneapolis; 
specialist certified by the American Board of Internal Medicine; 
fellow of the American College cf Physicians; affiliated with 
Abbott, Northwestern, and St. Barnabas hospitals, all in Minne- 
apolis; died in Deephaven Aug. 14, aged 62, of acute coronary 
thrombosis. 


Behling, Allen Smith, St. George, S. C.; Medical College of the 
State of South Carolina, Charleston, 1912; served during World 
War I; died July 14, aged 64. 


Bradford, Glen Carl, Los Angeles; College of Medical Evan- 
gelists, Loma Linda and Los Angeles, 1925; served on the staffs 
of the Methodist and White Memorial hospitals; died Aug. 17, 
aged 55, of aortic valve stenosis and rheumatic heart disease. 


Cannon, Burdelle Sittler ® Baltimore; Johns Hopkins Univer- 
sity School of Medicine, Baltimore, 1925; certified by the 
National Board of Medical Examiners; died in Church Home 
and Hospital June 11, aged 50, of bronchogenic carcinoma. 


Carpenter, William Morris, Carmel, Calif.; Cooper Medical 
College, San Francisco, 1898; formerly on the faculty of his 
alma mater; died Aug. 30, aged 81. 


Chandler, William Vance ® Baldwin, Ga.; Chattanooga (Tenn.) 
Medical College, 1896; died Aug. 10, aged 85, of cerebral 
arteriosclerosis. 


Cheek, Pratt Sr., Gainesville, Ga.; Atlanta School of Medicine, 
1912; died Aug. 26, aged 65. 
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Claypool, Blaine Wilson, Chicago; University of Illinois Col- 
lege of Medicine, Chicago, 1916; served during World War 1; 
insurance examiner for many companies; died in West Suburban 
Hospital, Oak Park, IIl., Sept. 10, aged 61, of dissecting aneurysm 
of abdominal aorta and arteriosclerosis. 


Cleasby, Ernest M. © Orleans, Vt.; Baltimore Medical College, 
1906; affiliated with Broadview General Hospital in Newport 
and Brightlook Hospital in St. Johnsbury; died Aug. 18, aged 
72, of coronary occlusion. 


Cohen, Meyer, Detroit; St. Louis University School of Medicine, 
1924; died in the Harper Hospital May 21, aged 60, of dissecting 
aneurysm. 

Cohen, Morris, New York City; University of Virginia Depart- 
ment of Medicine, Charlottesville, 1924; served on the staff of 
the Jewish Hospital in Brooklyn; died in Portland, Maine, Aug. 
12, aged 52, of coronary occlusion. 


Cole, Frank Oliver ® Gasport, N. Y.; University of Buffalo 
School of Medicine, 1903; for many years health officer; died 
Aug. 9, aged 72, of muscular dystrophy. 


Collischonn, Philip ® San Francisco; University of California 
Medical School, San Francisco, 1891; affiliated with St. Joseph’s 
and Franklin hospitals; died Aug. 13, aged 84, of broncho- 
pneumonia. 


Cruikshank, George Hough ® San Diego, Calif.; Long Island 
College Hospital, Brooklyn, 1899; served during World War I; 
formerly practiced in Brooklyn, where he was on the faculty 
of his alma mater, and affiliated with Bushwick and Samaritan 
hospitals; died in Mercy Hospital Aug. 27, aged 81, of hypo- 
proteinemia and bronchopneumonia. 


Dearborn, Henry Hale ® Milford, N. H.; Harvard Medical 
School, Boston, 1903; died July 20, aged 75, of coronary 
thrombosis. 


Derrick, James Michael, Church Hill, Tenn.; Lincoln Memorial 
University Medical Department, Knoxville, 1918; affiliated with 
Holston Valley Community Hospital in Kingsport; died Aug. 
25, aged 67, of paralysis agitans. 

Dierker, Frank Henry © Fort Madison, lowa; Keokuk Medical 
College, College of Physicians and Surgeons, 1906; served during 
World War I; died Aug. 19, aged 74, of cerebral vascular disease 
and arteriosclerosis. 


Dobbs, James Cole ® Cuero, Texas; Memphis (Tenn.) Hospital 
Medical College, 1901; formerly president of the school board 
and city health officer; served during World War I; affiliated 
with Burns Hospital, where he died Aug. 8, aged 75, of aneurysm 
of the descending aorta. 


Dozier, Robert Lee Sr. ® Nashville, Tenn.; University of Nash- 
ville Medical Department, 1900; affiliated with Nashville Gen- 
eral, Baptist, and St. Thomas hospitals; died Aug. 5, aged 75, of 
myocardial infarction. 


Edstrom, Andrew J., Stromburg, Neb.; John A. Creighton 
Medical College, Omaha, 1915; died in Hastings State Hospital, 
Ingleside, June 2!, aged 73, of bronchopneumonia. 


Egbert, Thomas Hiram, Clinton, Ky.; University of Louisville 
(Ky.) Medical Department, 1898; served during World War I; 
died May 27, aged 82, of nephritis and uremia. 


Eskell, Bertram Cecil ® New York; L.R.C.P., London, England, 
and M.R.C.S., of England, 1910; died Aug. 15, aged 65, of 
septicemia and multiple recurrent boils. 


Fine, Morris Aaron ® Baltimore; Middlesex College of Medicine 
and Surgery, Cambridge, 1927; University of Michigan Medical 
School, Ann Arbor, 1929; died June 4, aged 58, of coronary 
thrombosis. 


Fisher, John B. ® Midlothian, Va.; Medical College of Virginia, 
Richmond, 1892; for many years a member and from 1912 to 
1920 secretary of the state board of health; member of the 
board of directors of the Mechanics and Merchants Bank of 
South Richmond; for many years member of the board of 
visitors of the Medical College of Virginia in Richmond, and 
surgeon for the Southern Railway; died Aug. 21, aged 83, of 
pneumonia. 
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Fowler, Royale Hamilton ® Newark, N. J.; Cornell University 
Medical College, New York, 1907; member of the founders 
group of the American Board of Surgery; fellow of the American 
College of Surgeons; served in France during World War |: 
affiliated with Mountainside and St. Vincent’s hospitals in Mont- 
clair, Orange Memorial and St. Mary’s hospitals in Orange. and 
Presbyterian and St. James hospitals and Hospital of St. Barna- 
bas and for Women and Children in Newark; died Aug. 31, aged 
69, of coronary occlusion. 


Fuendeling, Valdi Rounds Bush © Twin Falls, Idaho; Stanford 
University School of Medicine, San Francisco, 1928; accidentally 
drowned at Pettit Lake Aug. 1, aged 49. 

Gaines, Everett C. © Buffalo Lake, Minn.; University of Min- 
nesota College of Medicine and Surgery, Minneapolis, 1899: 
past president of the Renville County Medical Society; died 
Aug. 15, aged 78, of injuries received in an automobile accident, 


Garvin, Leo Vernon @ St. Louis; St. Louis University School of 
Medicine, 1924; affiliated with St. John’s Hospital, where he died 
Aug. 15, aged 56, of cerebral hemorrhage. 


Garvy, Andrew Cosmas, Chicago; Rush Medical College, Chi- 
cago, 1901; formerly on the faculty of Loyola University Schoo! 
of Medicine, and on the staffs of St. Joseph and Columbus 
hospitals; at one time medical director of the Illinois Industrial 
Commission; fellow of the American College of Surgeons; died 
Aug. 31, aged 73. 


Geiringer, David, New York; University and Bellevue Hos- 
pital Medical College, New York, 1907; served as professor of 
urology at the New York Polyclinic Medical School and Hospi- 
tal; specialist certified by the American Board of Urology; mem- 
ber of the American Urological Association; fellow of the 
American College of Surgeons; affiliated with Lincoln and New 
York City hospitals; died in Goldwater Memorial Hospital Aug. 
27, aged 71, of coronary thrombosis. 


Gilmartin, Albert Edward, Flushing, N. Y.; Bellevue Hospital 
Medical College, New York, 1897; served during World War |; 
died in the Eastern Long Island Hospital in Greenport, Aug. 21, 
aged 77, of nephritis and arteriosclerotic heart disease. 


Gittens, Theodore P., Philadelphia; Hahnemann Medical Col- 
lege and Hospital of Philadelphia, 1889; served for many years 
as diagnostician for the bureau of health and as head of the 
staff at Women’s Homeopathic Hospital; died Aug. 18, aged 82. 


Gorsky, Samuel, Philadelphia; Medico-Chirurgical College of 
Philadelphia, 1915; affiliated with Jeanes Hospital, Skin and 
Cancer Hospital, and Mount Sinai Hospital, where he died Aug. 
12, aged 61, of hemorrhage and duodenal ulcer. 


Gorten, Manfred Lewis © Newark, N. J.; Vereinigten Friedrichs- 
Universitat Medizinische Fakultat, Halle-Wittenberg, Prussia, 
1911; specialist certified by the American Board of Psychiatry 
and Neurology; member of the American Psychiatric Associ- 
ation; affiliated with St. Michael’s and Beth Israel hospitals: 
died Aug. 31, aged 66, of a heart attack. 


Hagopian, Michael, Fresno, Calif.; American University of 
Beirut School of Medicine, Syria, 1888; affiliated with Wallace 
Memorial Hospital; died Aug. 21, aged 86, of a virus infection. 


Hair, Wilfred Lorenz © Roaring Spring, Pa.; Jefferson Medical 
College of Philadelphia, 1917; affiliated with Nason Hospital: 
served during World War I; director of the Roaring Spring 
Bank; died Aug. 9, aged 59, of myocarditis. 


Hallinan, Joseph Daniel ® Richmond Hill, N. Y.; Long Island 
College Hospital, Brooklyn, 1908; fellow of the International 
College of Surgeons and the American College of Surgeons. 
affiliated with Jamaica Hospital, where he died Aug. 30, aged 66, 
of a heart attack. 


Hamner, Benjamin Harold ® Williamsport, Pa.; Jefferson 
Medical College of Philadelphia, 1926; member of the American 
Academy of Dermatology and Syphilology and the American 
College of Allergists; died July 12, aged 51. 


Hanson, Frank Herbert, Magnolia, lowa; University of Nebraska 
College of Medicine, Omaha, 1902; for many years secretary of 
the Harrison County Medical Society; died Aug. 6, aged 76, of 
bronchopneumonia and aplastic anemia. 
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Hart, Julius Garwood Jr. ® Westport, Conn.; Long Island Col- 
lege of Medicine, Brooklyn, 1941; served on the staff of the 
Norwalk (Conn.) Hospital; died at Long Island Sound Aug. 30, 
aged 37, of pulmonary embolus. 


Holman, Austin Webster, Columbus, Ohio; University of Ver- 
mont College of Medicine, Burlington, 1892; affiliated with 
Berger Municipal Hospital in Circleville; served during World 
War |; died in Grant Hospital July 25, aged 84, of monocytic 
leukemia. 

Hotham, Brentwood Harland De Vere, Indiana, Pa.; Western 
Pennsylvania Medical College, Pittsburgh, 1902; died in St. 
Francis Hospital, Pittsburgh, Aug. 10, aged 72, of arteriosclerosis. 


Hunt, Luke Weldon ® Johnson City, Tenn.; Rush Medical Col- 
lege, Chicago, 1930; specialist certified by the American Board 
of Internal Medicine; assistant professor of medicine at the 
University of Chicago School of Medicine from 1939 to 1942; 
attending physician at Swingle Hospital; consulting physician, 
Veterans Administration Hospital in Mountain Home; died Aug. 
{3, aged 54, of coronary occlusion. 


Jewell, Benson Mundy @ Danville, Ill.; College of Physicians 
and Surgeons of Chicago, School of Medicine of the University 
of Illinois, 1912; affiliated with Lake View and St. Elizabeth 
hospitals; died Aug. 15, aged 72, of coronary thrombosis. 


Kelley, John Martin, Manitowoc, Wis.; Milwaukee Medical Col- 
lege, 1905; served during World War I; formerly health officer 
for the town of Cato, where he was chief medical officer at 
Maple Crest Sanitarium; affiliated with Holy Family Hospital, 
where he died Aug. 28, aged 76, of pleural effusion, duodenal 
ulcer, bronchiectasis, and Paget’s disease. 


La Fever, Sidney Lewis ® Ann Arbor, Mich.; University of 
Michigan Medical Sehool, Ann Arbor, 1924; fellow of the 
American College of Surgeons; for many years affiliated with 
St. Joseph’s Mercy Hospital; died July 26, aged 53. 


Lee, James Parrish Jr. ® Huntington, N. Y.; Columbia Univer- 
sity College of Physicians and Surgeons, New York, 1939; served 
during World War II; affiliated with Roosevelt Hospital in New 
York and Huntington Hospital, where he died Aug. 14, aged 39, 
of hemangioma of the brain. 


Leslie, Ermil Theodore © Evansville, Ind.; Indiana University 
School of Medicine, Indianapolis, 1934; affiliated with Baptist 
Memorial Hospital, St. Mary’s Hospital, and Protestant Deacon- 
ess Hospital, where he died Aug. 27, aged 48, of intracranial 
hemorrhage resulting from a fall. 


Lytle, Franklin Pierce © Birdsboro, Pa.; University of Pennsyl- 
vania Department of Medicine, Philadelphia, 1894; member of 
the House of Delegates of the American Medical Association in 
1925, 1928, 1930, 1931, and from 1933 through 1940; served 
during World War I; president of the board of health and physi- 
cian of the school district; died Aug. 15, aged 81, of coronary 
disease, 


McDonald, William Drury © Dallas, Texas; University of 
Arkansas School of Medicine, Little Rock, 1933; affiliated with 
St. Paul Hospital; died in Lake City, Colo., Aug. 21, aged 47, of 
acute myocardial infarction. 


Mullen, John Joseph, Waterbury, Conn.; Tufts College Medical 
School, Boston, 1929; past president of the New Haven County 
Medical Society and the Waterbury Medical Association; affili- 
ated with Waterbury Hospital and St. Mary’s Hospital, where 
he died Aug. 19, aged 53, of chronic pancreatitis. 

Murphy, Charles Tracy, Chicago; Bellevue Hospital Medical 
College, New York, 1895; died Sept. 7, aged 79, of coronary 
occlusion and arteriosclerosis. 

Murray, Peter G. ® Tulsa, Okla.; Barnes Medical College, St. 
Louis, 1905; died Aug. 25, aged 72, of carcinoma of the prostate. 
Mussun, William George ® Cleveland; University of Wooster 
Medical Department, Cleveland, 1909; member of the Ameri- 
tan Academy of Ophthalmology and Otolaryngology; affiliated 
with Huron Road and St. Vincent’s Charity hospitals; died in 
Lakeside Hospital Aug. 20, aged 69, of myocardial infarction. 


Nash, John Francis, Pottsville, Pa.; Hahnemann Medical Col- 
{lege and Hospital of Philadelphia, 1923; served during World 
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War I; affiliated with A. C. Milliken Hospital; died in Good 
Samaritan Hospital Aug. 22, aged 53, of cerebral hemorrhage 
and hypertension. 


Neumenn, Harry Aaron @ Bridgeport, Conn.; Long Island Col- 
lege Hospital, Brooklyn, 1909; member of the Industrial Medical 
Association; died in Bridgeport Hospital Aug. 16, aged 68, of 
coronary occlusion and pulmonary fibrosis. 


Newman, William Vernon @ Little Rock, Ark.; Vanderbilt Uni- 
versity School of Medicine, Nashville, 1930; on the faculty of 
the University of Arkansas School of Medicine; specialist cer- 
tified by the American Board of Orthopaedic Surgery; affiliated 
with Arkansas Children’s Home and Hospital, St. Vincent's 
Infirmary, and Baptist State Hospital; died Aug. 15, aged 47. 


O’Neill, Charles Leo ® Newark, N. J.; Cornell University 
Medical College, New York, 1908; served during World War I; 
affiliated with St. Michael’s Hospital, where he died Aug. 26, 
aged 68, of congestive heart failure and uremia. 


Owen, Elijah Mobry @ Lawrence, Kan.; University Medical 
College of Kansas City, Mo., 1906; for 28 years treasurer of 
the Douglas County Medical Society; on the staff of the Law- 
rence Memorial Hospital; died Aug. 19, aged 89, of arterio- 
sclerosis. 


Peschau, Waldo Edward Cedar Rapids, lowa; State University 
of lowa College of Medicine, lowa City, 1919; past secretary- 
treasurer of the Linn County Medical Society; affiliated with St. 
Luke’s Methodist, and Mercy hospitals: died Aug. 9, aged 59, 
of coronary atherosclerosis. 


Raia, Joseph George © New York; Loyola University School of 
Medicine, Chicago, 1935; served overseas during World War 
II and received the Silver Star; affiliated with Misericordia and 
Good Samaritan hospitals; died in Veterans Administration Hos- 
pital Aug. 2, aged 45, of pulmonary infarction and purulent 
peritonitis. 


Ranseen, Carl Matthew @ Rockford, Ill.; College of Physicians 
and Surgeons of Chicago, School of Medicine of the University 
of Illinois, 1905; killed in an automobile accident Aug. 31, 
aged 73. 


Redden, William Rufus © Brooklyn; Harvard Medical School, 
Boston, 1917; member of the Massachusetts Medical Society; 
served in the medical corps of the U. S. Navy during World War 
I and received the Navy Cross for his work in the development 
of convalescent serum in influenza cases; during World War II 
director of the Coast Guard school for training pharmacist mates 
at Columbia University; formerly national medical officer of the 
American Red Cross; died in St. Mary’s Hospital Aug. 10, aged 
71, of nontraumatic cerebral hemorrhage. 


Richards, Benjamin Franklin, Magnolia, Ohio; Lincoln (Neb.) 
Medical College of Cotner University, 1897; died in Phoenix, 
Ariz., June 25, aged 78, of cerebral hemorrhage. 


Richter, Edward Henry © Fergus Falls, Minn.; University of 
Minnesota Medical School, Minneapolis, 1922; affiliated with 
Fergus Falls State Hospital; died Aug. 27, aged 58, of coronary 
thrombosis. 


Ross, Merrill H., New York City; Harvard Medical School, 
Boston, 1950; served during World War II; resident at the 
Montefiore Hospital for Chronic Diseases, where he died Aug. 
22, aged 27, of reticulum cell sarcoma. 


Ross, William Henry, Southern Pines, N. C.; Meharry Medical 
College, Nashville, Tenn., 1937; died in Raleigh Aug. 16, aged 
44, of coronary thrombosis, hypertensive heart disease, and 
nephritis. 

Ruegnitz, Louis Herman © Denver; Rush Medical College, Chi- 
cago, 1905; died in Porter Hospital and Sanitarium Aug. 10, 
aged 72, of pulmonary embolism. 


Schooley, Sherman Richards @ Shavertown, Pa.; Jefferson 
Medical College of Philadelphia, 1925; chief of obstetrics, 
Wilkes-Barre (Pa.) General Hospital; on the courtesy staff of 
the Nesbitt Hospital in Kingston and the consulting staff of the 
Tyler Memorial Hospital, Meshoppen; died July 29, aged 53, 
of coronary thrombosis. 
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Scribner, Charles Hosmer ® Paterson, N. J.; College of Physi- 
cians and Surgeons, medical department of Columbia University, 
New York, 1890; past president of the Passaic County Medical 
Society; affiliated with St. Joseph’s Hospital; died in Montclair 
(N. J.) Community Hospital Aug. 14, aged 90, of carcinoma of 
the colon. 


Shanks, Roy Edwin ® Rushville, Ind.; Indiana University School 
of Medicine, Indianapolis, 1928; affiliated with Methodist Hospi- 
tal in Indianapolis and Rushville City Hospital; died Aug. 19, 
aged 55, of coronary occlusion. 


Sheitlis, David ® New York; Cornell University Medical Col- 
lege, New York, 1902; affiliated with Beth Israel Hospital; died 
Aug. 11, aged 73. 


Sheldon, Richard Robert © Salina, Kan.; University of Kansas 
School of Medicine, Kansas City, 1930; died in the University 
Medical Center, Kansas City, Aug. 24, aged 52, of hypertension. 


Slaughter, W. H., Oklahoma City, Okla.; Meharry Medical Col- 
lege, Nashville, Tenn., 1903; died Aug. 2, aged 79, of uremia 
and congestive heart failure. 


Smalley, Sara Dunham ® Newark, N. J.; New York Medical 
College and Hospital for Women, Homeopathic, New York, 
1900; served on the staffs of the East Orange (N. J.) General 
Hospital and Presbyterian Hospital; died Aug. 6, aged 76, of 
coronary occlusion. 


Smeltzer, David Hebrank © Youngstown, Ohio; Cleveland-Pulte 
Medical College, Cleveland, 1914; served during World War I; 
affiliated with Youngstown Hospital and died in the North Side 
Unit Aug. 13, aged 63, of coronary ccclusion. 


Smoot, Aubrey Cannon ® Georgetown, Del.; University of Mary- 
land School of Medicine and College of Physicians and Sur- 
geons, Baltimore, 1928; served as president of the board of 
education and as physician for the Sussex County prison; on 
the staff of the Milford (Del.) Memorial Hospital; died in 
Indian River Aug. 16, aged 53, of a heart attack. 


Sowers, Alva Boyd ® Chicago; the Hahnemann Medical College 
and Hospital, Chicago, 1909; specialist certified by the American 
Board of Ophthalmology; member of the American Academy of 
Ophthalmology and Otolaryngology; served on the staff of the 
Illinois Masonic Hospital; died in Evanston, Ill., Aug. 31, aged 
68, of myccardial infarction. 


Stastny, Olga Frances ® Omaha; University of Nebraska College 
of Medicine, Omaha, 1913; died in Clarkson Memorial Hos- 
pital Aug. 21, aged 73, of cerebral hemorrhage due to hyper- 
tension. 


Strecker, Louis Frederick, St. Louis; St. Louis College of Physi- 
cians and Surgeons, 1923; died in the Christian Hospital Aug. 
20, aged 76, of heart disease. 


Tanner, Ernest Ketchum ® Cortland, N. Y.; University and 
Bellevue Hospital Medical College, New York, 1904; clinical 
professor emeritus of surgery at State University of New York 
College of Medicine at New York City; specialist certified by 
the American Board of Surgery; fellow of the American College 
of Surgeons; surgeon emeritus at the Brooklyn Hospital; served 
in France during World War I; died in Cortland County Hospital 
Aug. 30, aged 75, of bacteremia secondary to acute diverticulitis. 


Tarr, Harry Minich, Hudson, Ohio; Western Reserve Univer- 
sity Medical Department, Cleveland, 1904; served during 
World War I; died in Cleveland Aug. 12, aged 69. 


Taylor, Eugene C. ® Evansville, Ind.; Medical College of Indi- 
ana, Indianapolis, 1903; served as superintendent of the Boehne 
Hospital; died Aug. 5, aged 73, of cerebral hemorrhage. 


Thomas, John Neal, Mansfield, Texas; Vanderbilt University 
School of Medicine, Nashville, Tenn., 1888; died Aug. 3, aged 
95, of pneumonia. 

Thompson, Wellington Andrew ® Manchester, N. H.; University 
of Pennsylvania Department of Medicine, Philadelphia, 1903; 
fellow of the American College of Surgeons; surgeon, Hills- 
borough County Hospital in Grasmere and Sacred Heart Hospi- 
tal; died Aug. 17, aged 73, of cerebral thrombosis and arterio- 
sclerosis. 


5.A.M.A., Nov, 8, 1952 


Tidwell, George Washington, Ridgewood, N. J.; Missouri Medi. 
cal College, St. Louis, 1885; died Aug. 15, aged 90, of a fractureg 
left femur as the result of a fall and cardiac failure. 


Towne, Lawrence Chatfield ® Lansing, Mich.; Northwestern 
University Medical School, Chicago, 1909; specialist certifieg 
by the American Board of Internal Medicine; life member of 
the American College of Physicians; president of the Ingham 
County Medical Society in 1929; affiliated with Ingham Sana. 
torium, St. Lawrence Hospital, and Edward W. Sparrow 
Hospital, where he died Aug. 16, aged 68, of myocardial failure. 


Trau, Philip Adam E. @ Philadelphia; University of Pennsy). 
vania Department of Medicine, Philadelphia, 1892; for many 
years police surgeon; associated with Jewish Hospital; for many 
years on the board of directors of the Stetson Hospital, where 
he died Aug. 24, aged 82, of pemphigus and coronary occlusion, 


Trovillion, Carles E., Alton, Ill.; St. Louis College of Physi. 
cians and Surgeons, 1891; Barnes Medical College, St. Louis, 
1898; formerly managing officer of Alton and Anna State hos- 
pitals; died Aug. 9, aged 83, of arteriosclerosis. 


Updegraff, Harry Covode ® Pittsburgh; University of Pennsyl- 
vania Department of Medicine, Philadelphia, 1899; served dur. 
ing World War I; school physician; on the staff of Southside 
Hospital; died Aug. 8, aged 74, of coronary occlusion. 


Wallace, Tracy, Irvine, Ky.; Hospital College of Medicine, Louis. 
ville, 1907; affiliated with Pattie A. Clay Infirmary in Richmond; 
died Aug. 16, aged 72, of carcinoma. 


Walsh, Charles R. © Detroit; Kentucky School of Medicine, 
Louisville, 1908; on the courtesy staff of the Grace Hospital; 
died in Reed City Sept. 8, aged 65, of chronic myocarditis. 


Walter, Otis Monroe, Villa Park, Ill.; Chicago College of Medi- 
cine and Surgery, 1911; affiliated with Hinsdale (IIl.) Sanitarium 
and Hospital; formerly chief of staff of Frances Willard Hospi- 
tal, now the Loretto Hospital in Chicago; died Aug. 17, aged 78, 
of coronary thrombosis. 


Waters, James Edward ®@ Gardner, Mass.; Baltimore Medical 
College, 1905; served during World War I; formerly bacteri- 
ologist for the city of Gardner; affiliated with Henry Heywood 
Hospital; died in Massachusetts General Hospital, Boston, Aug. 
16, aged 73. 

Weber, Henry William ® Brooklyn; Marquette University School 
of Medicine, Milwaukee, 1928; specialist certified by the Ameri- 
can Board of Obstetrics and Gynecology; affiliated with Adelphi 
Hospital and the Jewish Hospital, where he died Aug. 30, aged 
50, of coronary disease. 

Weliman, Ira, Louisa, Ky.; University of Louisville Medical 
Department, 1910; died July 24, aged 78, of cerebral thrombosis. 


West, William Walter, Clarinda, Iowa; Keokuk (la.) Medical 
College, 1898; honorary staff member at Municipal Hospital, 
where he died July 28, aged 76, of peptic ulcer with hemorrhage. 


Wier, Warren Muldrow ® Houston, Texas; Tulane University 
of Louisiana School of Medicine, New ‘Orleans, 1904; past 
president of the Harris County Medical Society; served during 
World War I; died Aug. 4, aged 71, of coronary occlusion. 


Wilkinson, Charles Edward © Danville, Ill.; University of Penn- 
sylvania Department of Medicine, Philadelphia, 1895; fellow of 
the American College of Surgeons; member of the House of 
Delegates of the American Medical Association in 1935, and 
from 1937 to 1945; past president of the Illinois Tuberculosis 
Association and the Vermillion County Tuberculosis Society; 
served as chief examiner of the draft board for World War II; 00 
the staffs of the Lakeview and St. Elizabeth’s hospitals; died 
Aug. 14, aged 82, of hemorrhage and duodenal ulcer. 
Winternitz, David Henry ® Colorado Springs, Colo.; Columbia 
University College of Physicians and Surgeons, New York, 1916; 
served during World War I; died in the Memorial Hospital Avg. 
23, aged 61, of cancer of the esophagus. 

Wolfington, George V., Riverside, Calif.; Illinois Medical Col- 
lege, Chicago, 1903; died Sept. 10, aged 89, of carcinoma of the 
tongue. 

Yeager, W. Howard ® Hagerstown, Md.; University of Maryland 
School of Medicine, Baltimore, 1912; died July 19, aged 70, ot 
acute coronary occlusion. 
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ARGENTINA 


Fourth Inter-American Congress of Cardiology—The fourth 
Inter-American Congress of Cardiology was held in Buenos 
Aires, Aug. 31 to Sept. 7, under the auspices of all the Ameri- 
can societies of cardiology. On Aug. 29, before the start of the 
congress, three Battro memorial lectures were delivered in Span- 
ish at the National Academy of Medicine. Dr. Paul D. White 
spoke on “Cardiology 40 Years Ago and Now,” Dr. Ignacio 
Chavez on “Problems in Diagnosis of Pulmonary Infarcts,” and 
Dr. Lewis Dexter on “Physiopathological, Clinical and Surgi- 
cal Aspects of Mitral Stenosis.” During the week, Dr. Louis 
N. Katz lectured each morning and evening on “Electrocardi- 
ography, Arrhythmias and Physiopathology of Circulation” and 
“Cardiac Insufficiency.” Dr. Lequime, from Brussels, also de- 
livered a lecture on “Cardiac Insufficiency” at the National 
Academy of Medicine. The congress was attended by many 
persons; more than 1,000 members were registered, and 350 
papers were discussed. Every day, from 11 a. m. to 1 p. m., 
there was a panel discussion on one clinical case. Representa- 
tives from almost all the American countries attended the con- 
gress, and more than 70 were from the United States. 

One of the lecturers, J. C. Fasciolo, described a new vaso- 
dilator substance extracted from the tissues “angiodiactin,” 
which is different from all the vasodilators known up to now. 


M. R. Covian observed a definite and constant hypertension 
in 30 rats after unilateral cerebral decortication. J. R. Suarez 
studied the hypertension produced by injection of venom gland 
of the black widow spider (Latrodectus mactans). V. H. Cicardo 
revised the effect of adrenolytics on the adrenalin and arterenol 
action and the role of adrenals and hypophysis in some experi- 
mental hypertension (produced by ultrasonics and potassium). 
Prof. C. J. Wiggers gave a lecture on the relation in activities 
of both ventricles in experimental septal defects. Dr. Eduardo 
Braun-Menendez reported his results on salt metabolism in ex- 
perimental hypertension. In eight meetings more than 40 papers 
on electrocardiography were read. Papers on electrokymography 
from five countries were also discussed. Angiocardiography was 
the subject of 6 papers, ballis‘ocardiography of 10, and heart 
sounds of 7. Heart catheterization was discussed in 14 papers 
from the United States, Argentina, Brazil, Mexico, Chile, and 
Peru; most of them concerned mitral stenosis and ductus arteri- 
osus. One problem up to now common in Latin America, the 
cardiopathies of Chagas’ disease (Trypanosoma cruzi), was the 
subject of nine papers; two were presented on cardiac troubles 
in brucellosis and two on hydatid cysts and the heart. Other 
contributions were: seven papers on pulmonary circulation, three 
on stenosis pulmonalis, and four on pneumonitis due to rheu- 
matic fever. Arterial hypertension was the subject of papers by 
G. Perera, A. C. Taquini, and I. Berconsky. Three papers on 
the treatment of hypertension by Veratrum viride were dis- 
cussed; four by hexamethonium iodide and three by surgery. 
Arteriosclerosis was the subject of six papers, and five were 
presented on diagnosis and treatment of peripheral circulatory 
arteries. The treatment of cardiac diseases was discussed in nine 
Papers on digitalis or strophanthus, two on procaine amide, 
three on quinidine, four on corticotropin in rheumatic fever, 
and five on anticoagulants. The social problems of heart dis- 
tase were the subject of five papers. 

The president of Argentina, General Per6én, received the mem- 
bers of the congress on Sept. 2 and was received by the congress 
on Sept. 5. On these occasions he delivered a speech and ex- 
plained that his political system, called “justicialismo,” is the 
only solution for the disturbed world divided by the fight be- 
‘ween capitalism and communism. The president of the con- 
fess was Dr. Pedro Cossio; the members of the Inter-American 
Society of Cardiology who were present were: Louis Katz, I. 


The items in these letters are contributed by regular correspondents in 
he various foreign countries. 


Chavez, I. Wright, H. B. Sprague, J. Govea, B. Moia, J. Ramos, 
R. Aixalé, H. Alessandri, and G. Hermann. Papers were re- 
ported by many other American authors: I. Wright, J. H. Hop- 
per, J. A. Shannon, C. Van Slyke, H. B. Pardee, Ellen Brown, 
Grace Roth, J. W. Lord, W. T. Foley, G. A. Perera, J. J. 
Sampson, A. L. Frankel, M. Sokolow, J. H. Currens, H. I. 
Goldstein, A. J. Friedlich, N. E. Freeman, P. V. Ledbetter, 
H. Mandelbaum, L. M. Taran, J. F. Briggs, and H. N. Segall 
(Montreal). Some European scientists were also present: J. Le- 
quime (Belgium); J. Gibert Queralté (Spain); D. Durrer (Nether- 
land); G. Wegelius (Sweden); from Africa, J. Ghalioungui 
(Egypt); and from Asia, F. A. Candalla (Irak). In one of the 
meetings a special vote of acknowledgment was given to Prof. 
Carl J. Wiggers because his pupils (for example, Dr. O. Orias) 
established modern scientific methods in Latin America, which 
contributed to the advancement of cardiology. The fifth Inter- 
American Congress of Cardiology will be held in La Habana 
in 1955, 


University Courses on Political Formation.—The University of 
Buenos Aires has established compulsory courses on political 
formation for all university students. The teaching will be di- 
vided in sociology, politics, and economy. The courses will last 
one year, and every student is obliged to attend 80% of the 
lectures. If he does not attend the courses he will have to pass 
a final examination. A certificate from this course is necessary 
to obtain any university degree. Many student associations have 
objected to these new courses because they consider that the 
teaching will be based only on the “peronista” theory. 


Congress of Thoracic Surgery.—The first Argentine Congress 
of Thoracic Surgery is the fifth annual meeting of thoracic 
surgery in Argentina. The honorary president is Prof. J. A. 
Taiana, recently appointed dean of the Medical School of Buenos 
Aires by the government. The principal subjects will be: lung 
cancer, bilateral bronchiectasis, contrast radiographies, and 
ways of access in thoracic surgery. Specialists of Latin America, 
the United States, France, Italy, and Germany have been invited. 
From the United States, Richard Overholt, William Hudson, 
and 12 other members will attend, 


DENMARK 


Functions of the Danish Medical Association.—In preparation 
for the meeting of the Danish Medical Association on Aug. 30, 
1952, its central committee issued an annual report on its numer- 
ous activities. This report gives an impressive bird’s-eye view of 
what the association does for its members. Its activities range 
from important negotiations on matters of principle to settling 
lesser problems. In the former category is the plan for the associ- 
ation to become its own firm of publishers, with the printing of 
doctorate theses, textbooks, and other works as a source of 
income for the association and a means of economy for its 
members. But in view of the complexity of the problem, the 
association decided not to initiate immediately a scheme that 
would require important additions to the staff of the secretariat. 
Meanwhile, the organization of the secretariat has been sub- 
jected to scrutiny by experts, resulting in certain minor reforms. 

One of the association’s tasks is to supervise the issuance of 
medical certificates. In four cases complaints were lodged by 
public organizations over the failure of certain physicians to sign 
medical certificates. While the association encourages physicians 
to carry out their duties in this respect, it also takes the oppor- 
tunity on such occasions to remind the public that the remunera- 
tion for the signing of certificates is not always in conformity 
with the rising cost of living. Another thorny problem, not yet 
solved, concerns the editorial articles published in the organ of 
the association, Ugeskrift for Laeger. The question has arisen 
of whether such articles should be signed by their authors or 
whether they should enjoy the anonymity of the editorial “we.” 
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Then there is the request that physicians should be allowed by 
the association to take part in television activities. Here the 
association is in a quandary, foreseeing both the usefulness and 
the possibilities of abuse in such activities. There is also the 
problem of articles by physicians in the lay press. A physician 
who consulted the association about the advisability of his 
undertaking to answer questions raised by the readers of a 
certain daily newspaper was advised to abstain. 

One of the association’s many duties is to regulate the training 
of chiropodists and to authorize their practice as such. In the 
past year, 22 persons were given such authorization, and negoti- 
ations were undertaken with regard to the training required of 
these specialists, the rules governing their activities, and the 
forms in which advertising may take place. Advertising for 
physicians themselves is also a subject on which the association 
has sometimes to pass judgment. In one instance, a branch of 
the association took exception to the way in which one of its 
members advertised. Over his villa he had placed a notice in 
large letters: “Laegeboligen” (The Physician’s Residence). The 
secretariat of the association made a formal inspection of the 
notice, which measured over 2 meters. Its author was advised 
it was somewhat indiscreet. 

In another instance an alcoholic was discharged from prison 
on the understanding that a local medical practitioner should 
ensure the continuation of tetraethylthiuramdisulfide (antabuse®) 
treatment. When arrested, the ex-prisoner blamed the physician 
for not having looked after him properly. The physician was 
called on to defend himself, and the association spoke in his 
behalf, pointing out that the after-treatment of discharged 
prisoners must be put on a proper and systematic footing, with 
due remuneration for whoever undertakes such difficult and 
semidisciplinary as well as medical duties. 

Some patients send complaints of physicians’ charges to an 
Official body, the “Prisdirektorat.” In connection with such 
complaints the association urged its members to be quite explicit 
with their patients over the character of their charges. By 
explaining why a given charge seems to be high, many a com- 
plaint would be nipped in the bud. 


ITALY 


Intracapsular Fractures of the Femur.—At a meeting of the 
Neapolitan Society of Surgery Professor Del Torto reported on 
treatment of intracapsular fracture of the femur with Moore’s 
technique. He advocated the necessity for an exact reduction in 
fractures of the neck of the femur, described the classical tech- 
niques for obtaining such reduction, and affirmed that in most 
cases the plaster is not sufficient and an osteosynthesis is neces- 
sary, using a triflanged nail like that of Smith-Petersen or a 
screw like that of Putti. The problem of coaptation can thus be 
considered solved from the mechanical point of view, but the 
same cannot be said of the biological point of view. The metallic 
device often causes osteolysis, owing partly to the difficulty of 
alimenting the fragment of the head of the femur and partly to 
the pressure of the weight on the two ends of the nail or the 
screw, especially when they are placed in a horizontal position. 
Attempts have been made to avoid this complication by infixing 
in the neck of the fractured femur two nails instead of one so 
that the parallelogram of the forces can unload on the two 
parallel elements. But with this method the surface of the frac- 
ture was occupied by a great metallic mass and the alimenta- 
tion of the fragment of the head of the bone was greatly en- 
dangered. If possible, it would be better to apply simultaneously 
a metallic nail and a bone infundibulum, but the taking of a graft 
for the synthesis involves prolonged and painful surgery. Since 
1948 Professor Del Torto used in some cases of fracture of the 
neck of the femur the method described by Moore some years 
ago. It consists of infixing a small bundle of steel wires from 
the trochanter to the head of the femur, placing them through 
the neck in various planes and various directions. With this 
therapeutic technique he obtained perfect fixation, and, in re- 
examining the numerous radiograms of the earliest cases treated, 
he pointed out that the restoration of the neck of the femur was 
perfect and there were no signs of pain. The steel wires were 
usually removed after six to eight months. 


J.A.M.A., Nov. 8, 1952 


Treatment of Angiospastic Syndromes.—During the Health 
Convention held at the hospital of Genoa, Professor Paccagninj 
discussed the use of tetraethylammonium chloride in angiospastic 
syndromes and the electrocardiographic changes caused by jt, 
This drug blocks reversibly the transmission of the nervous jm. 
pulses, sympathetic and parasympathetic, of the autonomic 
nervous system. Its peripheral vasodilating, and therefore hypo. 
tensive, action occurs especially during the first minutes after 
intravenous injection of the preparation. It is indicated in periph. 
eral vascular diseases such as Raynaud’s disease and thrombo. 
angiitis obliterans. The question as to whether tetraethylam. 
monium chloride has a dilative action on the coronary arteries 
is still debatable; some authors believe that it has just the opposite 
effect. Professor Paccagnini cited the example of two of his 
patients who were treated with 400 mg. of the drug given intra. 
venously; electrocardiograms and arterial pressure were recorded 
before and after the treatment. He concluded that in some cases 
this drug may aggravate, even though only temporarily, the 
electrocardiographic findings of myocardial anoxia that were 
present before the treatment. He, therefore, discourages the use 
of tetraethylammonium chloride in patients with angina diseases, 


Academy of Sciences.—At a meeting of the Ferrara Academy 
of Sciences Dr. Miletti reported on jacksonian epilepsy from the 
neurosurgical standpoint. He examined 100 patients with this 
disease and found that 55 had endocranial expansive lesions, 5] 
of which were tumors of the brain, including those of the hypo- 
physis and the median supratentorium line and excluding those 
of the cerebral trunk and the posterior cerebral fossa. Of these 
51 patients, 39 had jacksonian epilepsy as the only initial symp- 
tom. Of these 22 were operated on before additional symptoms 
appeared; in 17 patients other symptoms had preceded the 
epileptic picture. The location of the tumor in the 51 patients 
was, in order of decreasing frequency: parietal, temporal, frontal, 
middle cerebral fossa, temporoparietal, frontoparietal. There 
were 32 patients with gliomas, 11 with meningiomas, and 6 
with metastases from tumors localized in other parts of the 
organism. In 35 patients the jacksonian epilepsy was caused by 
a previous trauma, localized vascular lesions (angiomas and 
arteriovenous aneurysms), diffuse vascular lesions (thrombosis 
and arteriosclerosis), or atrophy of the cortex owing to previous 
inflammatory or vascular processes. An exact pathogenic in- 
terpretation was not possible for 10 of the 100 patients that 
were examined. Dr. Miletti stated that the general practitioner 
should not limit the treatment of jacksonian epilepsy to the use 
of sedatives. Each case should be studied with special tech- 
niques such as electroencephalography, arteriography, and 
pneumoencephalography, so that an early diagnosis and treat- 
ment can be undertaken. 

Dr. Canella studied the therapeutic effects of human blood 
serum in viral jaundice hepatitis. With small and repeated doses 
of normal serum he observed a pronounced subjective improve- 
ment, together with a quick reduction of jaundice through a 
polyuric crisis and sometimes a quick subsidence of the disease. 
This therapy had good effects also in some patients with jaun- 
dice hepatitis of long duration who had had repeated relapses. 
In some patients with angiocholitis, human serum alone did not 
eliminate the cause of jaundice but was a good therapeutic ad- 
juvant when combined with chemotherapy. In one patient with 
chronic hypertrophic splenomegalic hepatitis an attack of jaun- 
dice subsided quickly after administration of human serum. The 
therapy failed in patients with neoplasms of the head of the 
pancreas, cancer metastases to the lymph nodes of the hilus of 
the liver, empyema of the gallbladder associated with jaundice 
owing to occlusion, and diffuse suppuration of the biliary ducts. 
In these patients the diuretic effect of the serum therapy also 
failed. Dr. Canella concluded that normal human serum 0 
small doses is a strong resolvent of jaundice and can contribute 
to the differential diagnosis between obstructive jaundice and 
catarrhal jaundice. 

Drs. Toti and Andreani reported on subarachnoid hemorrhage 
caused by intracranial angiomatosis. They showed and discussed 
arteriograms of patients with intracranial angiomatosis and said 
that arteriography not only can establish an exact diagnosis © 
location, extension, and nature of the process, but, in addition, 
can point out some functional aspects of the hemodynamics of 
the cerebral circulation that are of particular interest for sU™ 
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gical treatment. They demonstrated that an arteriovenous 
aneurysm absorbs most of the arterial blood of the hemisphere 
and that by homolateral compression of the carotid artery in the 
neck and contralateral injection of the contrast medium the 
aneurysm can be visualized, thus making ligation of the carotid 
artery in the neck useless. The speakers concluded that many 
subarachnoid hemorrhages are due to cerebral angiomas and 
that, therefore, it is convenient in these cases, especially when the 
patients are young, to perform cerebral arteriography. This is 
not harmful and gives an exact description of the anomaly, 
making the operation easier and more appropriate. 

Drs. Ruberti and Arlotti conducted experiments on the use 
of terramycin and penicillin in pulmonary abscesses. Therapy 
resulted in quick and complete restoration of temperature to 
normal after the fourth or sixth day of therapy, prompt anatomic 
healing of the process, and consequent improvement of the 
general condition. 


Therapy of Osteoarticular Tuberculosis.—Dr. Menniti reported 
on a two year study on the treatment of extrapulmonary tuber- 
culosis in adults and children at the clinic of Locri at a meeting 
of the Medicosurgical Society of Reggio Calabria and expressed 
his opinion about treatment of osteoarticular forms. The speaker 
adopted the following procedure in all the patients: (a) a first 
cycle of therapy with 20 gm. of streptomycin and contemporane- 
ous administration every other day of a solution of vitamin A 
and vitamin D;, and (6) a second cycle of 20 days of p-amino- 
salicylic acid (from 6 to 12 tablets every day) with contemporane- 
ous intravenous administration every other day of 10 cc. of a 
solution of vitamin A and vitamin D,; with calcium and mag- 
nesium gluconate. This therapy always had a beneficial influence 
on the course of the disease and on the general condition and 
the weight of the patients. In fact, the temperature became 
normal after the first therapeutic cycle, the improvement in 
general condition was pronounced, and the erythrocyte sedimen- 
tation rate decreased to normal levels within two to four months. 
Results were surprising for fistulas that had been infected for 
many years and had never healed. He concluded that this 
therapeutic combination (antibiotic-p-aminosalicylic acid-vitamin 
A and vitamin Ds) with an helioclimatic factor potentiates the 
action of streptomycin. 


PARIS 


New Test for Diagnosis of Cancer of Prostate.—The techniques 
in current use for measuring the activity of serum acid phospha- 
tases, based on the hydrolysis of orthophosphoric monoesters 
such as 8-glycerophosphate under the action of serum, have 
proved deceiving. A. Desjobert, C. Anagnostopoulos, and A. 
Recoules propose to determine whether the high phosphatasic 
acid activity of a serum is a result of the presence, in this serum, 
of phosphatase of prostatic origin. They used morpholinoethyl- 
phosphate as a substrate. Titrations were parallelly effected with 
s-glycerophosphate and with morpholinoethylphosphate by 
Courtois and Plumel’s technique. The activity of phosphatase 
was evaluated by determining the ratio between the phosphorus 
(in milligrams) liberated from morpholinoethylphosphate and 
the phosphorus (in milligrams) liberated from -glycero- 
phosphate. Although this technique alone does not constitute a 
means of diagnosing cancer of the prostate, it furnishes the 
clinician with some information. The authors are pursuing their 
researches, 


Chickenpox and Herpes Zoster.—Though a benign disease, 
chickenpox may provoke severe nervous complications of a 
Meningeal or meningoencephalic form or cerebellitis (in 25% 
of the cases) with incoordination and equilibrium disturbances. 
These well-known dramatic forms are benign, as confirmed by 
Prof. Robert Debré’s recent observations. To the contrary, 
algesic forms are almost unknown, and Underwood observed 
pain in only 4 cases out of 120. At a recent meeting of the 
Medical Society of the Paris Hospitals G. Boudin and his associ- 
ales presented two cases of an aspect still unobserved: the 
neuralgic form. In the first case, a 34-year-old patient experi- 
‘nced a rather violent pain in the left half of the face on Jan. 25, 
and the physician found a chickenpox vesicle on the abdomen; 


FOREIGN LETTERS 1033 


within a few days, an outbreak of chickenpox developed. 
Twenty-four days after the appearance of the eruption, a double 
cranial neuritis set in, affecting the whole of the left third cranial 
nerve, causing an irritating affection of the trigeminus on the 
same side. The pain was of a sympatheticalgic form; encepha- 
lography showed normal ventricular images, but the study of 
cephalorachidian fluids revealed a discrete meningoencephalic 
reaction. Electroencephalograms showed normal results. In the 
second case, a 38-year-old patient suffered from severe efflores- 
cent chickenpox with a 40 C fever, contracted in the course of 
a family epidemic. On the sixth day after the appearance of the 
eruption, a strictly unilateral pain of the type of a burn was felt 
on the right side in the area of Arnold’s nerve. In both these 
cases, although they were typical of chickenpox, the pains 
experienced were far more similar to those observed in herpes 
zoster, in regard to their locations as well as their sympathetical- 
gic characteristics. In the course of the discussion, H. P. Klotz 
mentioned the following unpublished case, observed by Prof. 
Justin Besancon. One man having had a thoracic zona, which 
left him slightly pigmented scars, made a new one, exactly in 
the same area as the first, 10 years later, about 14 days after 
chickenpox appeared in one of his children. The author believes 
that there may have been a zona virus remaining at the level of 
the posterior ganglion, which, 10 years later, provoked a cutane- 
ous relapse, consecutive to a sort of allergic manifestation set 
off by a new exogenous contact with a virus. J. Huber reminded 
that, in 1925, together with Professor Averagnet, he reported 
several cases of chickenpox followed by zona, or of an inverse 
succession. In one exceptional case, there was coexistence of the 
two diseases in the same person, and Huber believes that the 
virus is the same in both diseases, but it exerts a dermatotropic 
action in chickenpox and a neurotropic one in zona. 


SPAIN 


Franco Prize Awarded.—The Generalissimo Franco national 
prize of $5,000, the highest award given in Spain to scientific 
researchers, was recently awarded to Dr. J. L. Rodriguez Candela 
and his collaborators, Jorge Tamarit, Rafael Rodriguez Candela, 
Walter Cristensen, and Pedro M. Goni, for their work on the 
pathogenesis of diabetes mellitus. The experiments were based 
on American reports indicating that the amount of insulin re- 
quired by a person after undergoing a total pancreatectomy is 
less than that required by the average diabetic patient. Previous 
experiments indicated that removal of the pancreas from dogs 
with alloxan diabetes would result in diminishing the require- 
ments of insulin of the animals; however, it was not known 
whether the differences were caused by lack of internal secretion 
of the pancreas or by the disorder of intestinal absorption that 
results from the lack of ferments of the external secretion of 
the pancreas. The requirement of insulin was determined in dogs 
with alloxan diabetes before and after ligation of the pancreatic 
ducts, and it was observed that the requirement of insulin did 
not ostensibly change after ligation and the establishing of the 
consequent atrophy of the pancreatic tissues of external secre- 
tion. Then the remaining pancreas in the aforementioned dogs 
was completely removed. The same diminution in the require- 
ment of insulin was observed in these dogs as in those of previous 
experiments that had pancreatectomy without previous ligation 
of the pancreatic ducts. The results of the experiments seemed 
to indicate that the hyperglycemic substances that sometimes are 
found in insulin, when not very pure, are products of the internal 
secretion and may play a significant role in the metabolism of 
carbohydrates or in the pathogenesis of diabetes. By further 
work, the researchers found that the extracts prepared with 
pancreases of normal dogs have marked inhibitory effects on 
the glycogen-forming activity of insulin, the criterion being the 
consumption of dextrose by the rat diaphragm. If the extracts are 
prepared with pancreases of dogs with alloxan diabetes, the in- 
hibitory effects on insulin are much more marked than those ob- 
served when pancreatic extracts of normal dogs are used. In 
more recent experiments, the researchers used a very pure hyper- 
glycemic factor of pancreatic origin, which was prepared by the 
Lilly Laboratories of the United States. The results of those 
experiments confirmed those of previous experiments. 
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HOME CARE AND THE PRACTITIONER 


To the Editor:—The establishment of an extramural hospital 
activity, popularly known as home care, is under serious con- 
sideration in many hospitals of this country and abroad. Though 
we now have a considerable literature on the subject based on 
a highly successful experiment, there still remain some mis- 
givings in the minds of practitioners about the influence of such 
a program on their work. 

Home care has been received enthusiastically by the profes- 
sion of social service (“a dream come true”). These workers, 
closely related to the practice of medicine, have been “left hold- 
ing the bag” when they were informed that the physician has 
come to the end of the resources at his immediate disposal. 
Home care has been an accepted though very limited tradition 
with the nursing profession. Only the physician’s consent is re- 
quired to speed the program on its way. With the approval and 
cooperation of organized medicine, this plan for extended medi- 
cal coverage ought to go far to heal the wounds that have re- 
mained open over the years because of the rustication of many 
practitioners of medicine from the general hospitals of this coun- 
try. A broad home-care program assumes that, in order to prac- 
tice scientific medicine, every physician must have available to 
him in his daily work the diagnostic and therapeutic resources 
of the hospital, even though the patient does not occupy a bed 
within its walls. To be effective, such a program must help to 
remove all handicaps from the routine practice of medicine. 

The family physician is quite justifiably in a sensitive mood 
these days and views with stern conservatism any move, from 
whatever authority, public or voluntary, that might disturb the 
intimate relationship that he has built up with his patients over 
a long period of time. It is to be expected that a home-care 
program will come under his sharp scrutiny, because he naturally 
fears that such a program, emanating from a hospital, may 
alienate him still further from the hospital, hamstring his efforts, 
and lower his authority with his patients. Since the practitioner 
who is on the outside, and particularly so in those communities 
that tolerate the “closed” hospital, has had the humiliating ex- 
perience of losing to the hospital those patients who require 
hospitalization under present exclusive conditions of medical 
care, it is natural for him to assume that an extramural hospital 
program will carry the process further and eventually destroy 
his usefulness as the guardian of family health. A simple state- 
ment of the facts, which can readily be verified by additional 
experience whenever necessary, should clarify the misapprehen- 
sion and enable hospitals to proceed in a spirit of wholesome 
collaboration. 

The original home-care program, on an extramural hospital 
basis, was formally inaugurated in Montefiore Hospital in New 
York City on Jan. 1, 1947. This program dealt with indigent 
patients only and was amply described in a series of publica- 
tions on the subject. There could be no protest from organized 
medicine, inasmuch as there was no interference with the rou- 
tine of the practitioner. In the knowledge that society must adjust 
its subsidies to medical need as well as to economic need in the 
community, we come to the next step in the home-care program. 
In those cases in which the patient can afford a reasonable prac- 
titioner’s fee and no more, the local hospital should provide what- 
ever diagnostic and therapeutic services the physician can usefully 
employ in the patient’s own home. This method of adding beds 
to the hospital’s capacity is as inexpensive as it is humane. The 
recent development in hospital organization that makes use of 
the intramural services of the practitioner in a new and separate 
department will be incomplete as long as it does not provide for 
collaboration with his extramural services. 

Neither partial nor complete poverty, in itself, is a justifiable 
criterion for admission to a hospital in those cases in which a 


home subsidy of some kind can solve the problem. As matter, 
now stand, the practitioner is compelled to refer his patient fo; 
admission to a hospital when the family cannot afford the cop. 
sultations and equipment that the physician may need jn his 
home management of the case. If this doctor is not a member 
of the hospital staff, he thus risks the loss of his patient, which 
in itself is a deterrent to good medical practice. When the patient 
is admitted to the hospital for this reason, an expensive bed, ang 
a much needed bed besides, is occupied at a time when the 
patient’s interests clearly require care in his own home under 
hospital subsidy. The modern general hospital, with its highly 
concentrated scientific armamentarium, should not limit jt; 
mobile facilities to the patients within its walls. The time has 
arrived when the hospital must, on occasion, go to the patient. 
Since these facilities (staff plus equipment) are of the best, they 
should be made available to doctors and patients outside of jts 
walls. 

Without such a helpful arrangement the practitioner is for. 
ever an outsider, dependent on sufferance and on the crumbs 
of knowledge that he can gather from books and journals; with 
the home-care program, he is exposed to hospital medicine at 
all times, because, when he requires additional help in the pa- 
tient’s home, he is free to call on the hospital for the use of its 
mobile facilities. His ability to remain in close touch with the 
hospital, when transfer cannot safely be avoided, is strengthened 
by such a working relationship. 

From any point of view, the home-care program, proper|) 
organized and carried out with the precision and diligence that 
characterize intramural hospital care, is a boon to the family 
physician. It fulfills two vital requirements at once: (a) the sci- 
entific requirement, because the program, in effect, converts 
every “closed” hospital into an “open” hospital, breaks down 
the barriers that have kept many practitioners away from the 
prime educational advantages of the hospital, and gives compre- 
hensive meaning to the new department of medical practice with- 
in the hospital and (6) the economic requirement, because the 
doctor suffers no loss of income but, indeed, increases it by 
keeping the patient and his family under his control who oth:r- 
wise might be lost to him through transfer to the hospital. It 
is seldom too late to transport a patient from his home to the 
hospital when the practitioner is on the alert under such a work- 
ing relationship. 

What is good for the practitioner and for the patient is also 
good for the hospital. There can be no doubt that a combined 
intramural and extramural program, well integrated and con- 
scientiously executed, with due regard to the needs of the patient 
on all occasions, will have a beneficial influence on hospital 
progress generally. There is much to complain about these days 
concerning the attitude of the hospital toward the practitioner 
and still more to complain about in the relation of the patient 
to both. The home-care program, which was thought out over 
a long period of years before its establishment in this hospital, 
came into being for the reasons stated in this communication 
and was based primarily on the need for the individualization of 
patient care, an ideal that is more easily realized in the familia! 
home than in the strangeness of the hospital. 


The postwar years brought sharply to our attention the need 
for economizing, as the mounting costs of building and mait- 
taining hospitals faced us with new problems. These practical 
considerations brought the need for relief to a head, and we wert 
able to prove by experiment that what is best for the patient 
does not always necessitate an expensive hospital bed. We 
learned that his care under the scientific eye of the general hos 
pital can be managed in his own home at far less expense, P' 
vided that the home is adequate or can be made adequate. 
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It is earnestly to be hoped that the American Medical Asso- 
ciation, which is a stout defender of the voluntary principle in 
medical organization, will examine the five year experience of 
our home-care program and use its great influence to spread the 
resulting benefits as widely as possible. 


E. M. BLuestone, M.D. 
Consultant, Montefiore Hospital 
New York 67. 


FLOW REGULATOR FOR INTRAVENOUSLY 
ADMINISTERED FLUIDS 


To the Editor:—In regard to the flow regulator for intravenously 
administered fluids, described by Dr. Feldman in THE JouRNAL 
(149:1017 [July 12] 1952), 1 would like to suggest that Dr. Feld- 
man’s clamp be made with the projection between the thumb- 
screws of the movable bar as shown in the accompanying dia- 
gram (front and side views of simplified clamp). Doing this 
would permit both thumbscrews to turn in the same direction to 
regulate the flow. As originally shown, they would have to be 
turned in opposite directions to accomplish the desired coarse 
and fine adjustments. It is also suggested that right hand threads 
be used on the thumbscrews as shown here instead of left hand 
threads as shown in the original diagram. 

The simplified clamp permits turning thumbscrew B (coarse 
adjustment) and thumbscrew A (fine adjustment) in the same 
direction to accomplish the desired change of pressure on the 
tubing (C) to change the rate of flow of the solution through 
the tube. The clamp need not be as long in proportion to over- 
all size as shown in this view. 


Typ 


These two modifications would make the clamp much more 
foolproof and less awkward for the various persons who might 
be required to adjust the solution flow. 


Boyp L. Mauuron, M.D. 
Resident in Surgery 
Miami Valley Hospital 
Dayton 9, Ohio. 


SKIN CANCER 


To the Editor:—In the 20 year period from Jan. 1, 1932, to 
Dec. 31, 1951, of all the skin lesions that I excised and sub- 
mitted for pathological examination positive evidence of car- 
cinoma of the skin was found in 2,465 persons. The primary 
local nature of cancer of the skin in its early stage is often em- 
Phatically stated in both lay and medical communications. A 
review of the material mentioned above suggests the exigency 
of a less confident attitude in this respect. A brief summary 
based on these cases gives proof that, in a reasonably large 
number of cases, skin cancer, contrary to popular belief, is not 
a local phenomenon. Two or more anatomically widely sepa- 
fated areas in the same patient were found not infrequently 
to serve as independent cancer beds. No recognized manner 
of extension or metastasis from one cancer to the other or 
others was demonstrable. Malignant melanomas were excluded 
from consideration. 

Of the 2,465 cancers of the skin, 1,411 were of the basal 
cell variety. In 1,243 of these, a single site was affected, while 
mn 114 two sites were involved, in 19 three sites, in 16 four 
sites, and in 19 five or more sites. Thus a total of 168 patients, or 
11.91%, had multiple and entirely separate basal cell types 
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of skin cancer. Total removal of the skin cancer that appeared 
first did not or, in other instances, would not have prevented 
the formation of basal cell cancer or cancers at sites other than 
the original site. 

There were 968 patients with squamous cell cancer. Of these, 
918 had a single lesion, 22 had two, 7 had three, and 21 had 
four or more. Thus a total of 50 patients, or 5.26%, had squam- 
ous cell skin cancers that originated at more than a single site. 
There were 21 patients with mixed cell cancer. Of these, 12 
had a single site of involvement and 9 had two or more sites 
of involvement. In this group 42.85% of the cancers originated 
at multiple centers. Malignant melanomas were found in 65 
patients. Excluding the latter group, this series consisted of 2,400 
patients, 220 (9.16%) of whom had more than a single cancer 
of the skin, none of which could be reasonably considered as 
extension or as metastatic lesions of the primary cancer. An- 
other surprising finding was the lower incidence of multiple 
lesions in connection with the more highly malignant, the squam- 
ous cell type of cancer, as compared with the basal cell type. 

Evaluation of all these findings seems to indicate that (1) 
in 220 of 2,400 patients cancer of the skin was not in any sense 
a local or localized phenomenon, (2) eradication of the cancer 
at the site of first appearance would not have prevented the 
occurrence of cancer at another site or sites, (3) the carcino- 
genic factors act with equal ability on susceptible portions of 
the skin and may produce skin cancers that are independent of 
each other in that they have not spread from the primary site, 
(4) the probability of a similar state of affairs in other organs 
exists also, and failure of early eradication to provide a cure 
of cancer may not always be ascribable to inadequacy of the 
treatment employed, (5) early recognition and early and efficient 
treatment to reduce cancer mortality may serve as a misleading 
slogan and may not alone result in the reduction of the rate of 
deaths from this disease. 

LesteR HOLLANDER, M.D. 
631 Jenkins Bldg. 
Pittsburgh 22. 


FEE SPLITTING 


To the Editor:—With reference to the article “Fee-Splitting Doc- 
tors: Menace to Health,” by Arch J. Beatty, M.D. (Coronet, 
Sept., 1952), I would like to state that Dr. Beatty, by his own 
account, has been in practice approximately three years. I, of 
course, have no immediate means of judging the circles in which 
this author practices. I can say for myself, however, that I have 
been in very active practice since 1926, being in general prac- 
tice for the first 18 years and in a practice limited to surgery 
for the last 8 years. At no time while I was in general practice 
was I approached by any surgeon either to ask me to refer cases 
to him or to offer me a “split” for doing so. At no time did 
any surgeon ever pay me anything for referring a patient to him. 
Since my work has been confined to surgery, I have not at any 
time been approached by a general practitioner with the proposi- 
tion that he refer me patients and receive a commission on the 
cases. On the contrary, many general practitioners have con- 
tinued to refer surgical cases to me with no indication that they 
desired or expected a split. I might add, too, that my practice 
has not been limited to a sharply circumscribed area, as I have 
practiced in Hawaii, Louisiana, and California. All this makes 
me feel that the matter of fee splitting is probably being tre- 
mendously overemphasized. 

In any event, if the situation does call for discussion and 
rectification, such discussion and rectification should certainly 
be within the profession. It is very difficult for me to see how 
a discussion in a nationally circulated magazine such as Coronet 
can possibly result in anything but suspicion and in completely 
unjustified loss of confidence on the part of patients in their 
general practitioner and in their surgeon. 


T. C. McVeacu, M.D. 
Chief of Surgery 

South San Francisco Hospital 
500 Grand Ave. 

South San Francisco, Calif. 
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COUNCIL ON NATIONAL 
EMERGENCY MEDICAL SERVICE 


The Council on National Emergency Medical Service has been 
requested by the Board of Trustees to study in detail the back- 
ground and administration of Public Law 779, 81st Congress, 
known as the “doctor draft law,” and to make recommendations 
as to the position of the American Medical Association concern- 
ing the possible extension of legislation of this type after the 
present expiration date of July 1, 1953. 

The regular fall meeting of the Council on Nov. 8-9, 1952, 
is being dedicated entirely to this subject. Interested government 
officials and representatives of national health associations will 
attend the meeting to present background information and to 
answer questions. 

The following statement, presented by Dr. James C. Sargent, 
Chairman of the Council, to open the meeting outlines briefly 
the history of the interest of the Council and the American 
Medical Association in this matter. A record of the proceedings 
of the meeting will be outlined in an early issue of THE JOURNAL. 

C. JosEPH STETLER, Secretary. 


STATEMENT BY DR. JAMES C. SARGENT 
ON “DOCTOR DRAFT LAW” 


The Board of Trustees has given specific charge to this council 
to consider the problem presented by the expiration of P.L. 
779, 81st Congress, and to advise on the proper course for the 
Association to take in support of further special draft legisla- 
tion or other appropriate means of securing an adequate num- 
ber of medical officers to meet the needs of the armed forces. 

In approaching that task, the Council is particularly fortunate 
today to have at its hand not only representatives from the 
other professional associations but fellow physicians from with- 
in government whose access to facts is invaluable, whose judg- 
ment born of long experience rates the greatest of respect, and 
whose sincerity and loyalty both to their service and to their 
profession is above any possible question. 

It will be noted from the agenda that the entire day is to be 
given over to those of you upon whom the Council must lean so 
heavily for information and advice. Almost without exception 
each person listed on the agenda has received long in advance 
of the meeting a specific request for certain basic information 
which would be most helpful to the Council. In this connection 
it should be clear that there is no desire whatever to limit dis- 
cussion merely to the answering of these questions. Indeed, much 
of the factual material might well be submitted by typed state- 
ment so that the Council might have in addition the benefit of 
the opinions and recommendations of each speaker. 

Briefly, I shall review the record of events within the Ameri- 
can Medical Association having relation to the procurement of 
medical officers for the armed forces following the close of 
World War Il. First, I must recall the circumstances through 
which this Council was formed. Shortly after the close of the 
war the Bortz Committee, with the aid of the Bureau of Medical 
Economic Research, spent long months in a detailed study of 
(a) the utilization made by the armed forces of the 55,000 civilian 
physicians called to duty during World War II and (b) the effects 
of the subtraction of that large number of practicing physicians 
from the civilian economy. The quite startling results of that 
study led to action by the House of Delegates at its June, 1947, 
meeting creating a Council on National Emergency Medica! 
Service to be charged with the specific task of keeping the Board 
of Trustees and the Association advised on all matters related 
peculiarly to the nation’s Medical Services in a national emer- 
gency. Under that assignment the Council has found itself quite 
occupied to date with two special problems created by the threat 
of a third world war—that of medical planning for civil defense 
and that of working with and for the Department of Defense 
in medical and health matters, particularly that of the procure- 
ment of medical officer personnel. 

Under the impetus of Council activity, quite sizable strides 
already have been made toward a comprehensive program of 
civil defense planning to meet the civilian health needs of the 
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nation if it is to suffer enemy attack. Also under the impetus 
of its efforts, powerful influences have developed within the 
civilian profession to aid the military in solving many of jts 
vexing medical problems. Both the Cooper Committee, for g 
time advisory to the Secretary of Defense, and the original Medj. 
cal Advisory Committee to the National Security Resources 
Board were in part at least the direct result of efforts of this 
Council. Less directly, but in due turn, came the Office of the 
Medical Director in the Department of Defense, the Medical 
Policy Council, the Health Resources Advisory Committee to 
the Office of Defense Mobilization, and the Committee of the 
same personnel advisory to the Office of Selective Service in the 
operation of the special “doctor draft law”’—all sequential de- 
velopments in the evolution of a new and growing concept that 
the health and safety of the nation in the event of war demands 
a careful correlation of military and civilian medicine, especially 
in the matter of apportionment of the essential, highly trained 
health personnel that are inevitably thrown into dangerously 
short supply by a large mobilization program. 

The net result of all of this has been a growing awareness 
of the necessity for the utmost in effective utilization of phy- 
sicians in uniform. Progress along this line has been most gratify. 
ing, and the fact that the health care of our fighting forces js 
at an all-time high today despite a very substantial reduction 
in the ratio of physicians to troop strength stands as prima facie 
evidence, not alone of the large room for improvement that 
existed but of the ability and good will with which the Surgeons 
General have faced the problem. 

While the Council has persisted in its insistence that a sub- 
stantial decrease in the numerical requirements for medical 
officers could and must be obtained, from its very inception it 
has consistently thrown its support and the full support of the 
Association to the task of insuring that the Department of De- 
fense has every physician that it can possibly use efficiently in 
the health care of our nation’s fighting men. 

The first overt attempt at special draft legislation to procure 
physicians for the military was in the 2nd session of the 80th 
Congress. In April, 1948, I appeared on behalf of the Associ- 
ation before the House Committee on Armed Services during 
its hearing on H.R. 6274. At that time the Association opposed 
this new and radical move on the grounds that it would not be 
necessary if there were better utilization and if the service were 
made more attractive to volunteers. Even then, however, I was 
authorized to state: “And in the end, if experience proves that 
soldiers and sailors are in need of medical care, the profession 
. . . will see that they get it, draft or no draft.” 

Then followed the “Moral Suasion” program, during which 
the Council and the Association went all out in joining forces 
with Secretary Forrestal, the Cooper Committee, and the De- 
partment of Defense in an effort to induce those physicians, now 
known as constituting priorities 1 and 2, to fulfill their moral 
obligation to their country by voluntary enlistment. 

All of that having proved quite ineffective, and urgent need 
having developed for a great many additional medical officers 
to meet the extra demands precipitated by the Korean incident, 
the Association in August, 1950, gave substantial support to the 
special draft legislation that culminated in P.L. 779, 81st Con- 
gress. Lest the full record of this act be forgotten today, it must 
be cautioned that the Association was at that time keenly con- 
scious that the proposed amendment was clearly discriminatory 
legislation. Moreover, its support was qualified by several im- 
portant suggested changes in the bill, most of which were dis- 
regarded by the Congress. I shall not take time to read the entire 
statement, but it is quite pertinent to our meeting today to recall 
that, in giving support, it was made clear in both the Senate and 
House Committee hearings that the Association “expects thal 
the physicians who are required to serve will be assigned to duties 
which are essential to the war effort” and again “Physicians 
should not be called up under the provisions of this bill to pro- 
vide medical care or to replace medical officers now on duly 
who are providing such care for (1) veterans, (2) civilian em- 
ployees except outside the continental limits of the United States, 
and (3) dependents of military personnel except outside the con- 
tinental limits of the United States or in areas within the United 
States where adequate medical care can not otherwise be pro 
vided.” I should like to add, too, that immediately following 
that statement the chairman of the House Armed Services Com- 
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mittee took occasion to remark: “That is a very fine conclusion, 
and no doctor drafted should be assigned to do work that is not 
essential to the war effort. There are no two ways in the world 
about that. We should not put them in there just to be putting 
them in there to do something that has no bearing on the medical 
care of the men or their physical welfare.” 

In opening this meeting today it would be pure presumption 
for me to suggest what action the Council and the Association 
should take in view of the expiration of P.L. 779. It is important, 
however, as we begin our deliberations that I call attention to 
the several considerations which must be before us in arriving 
at our opinion. The question of continuing the procurement of 
medical and allied health personnel by further special draft 
jegislation is not a simple one-sided matter; it has many facets, 
each of which is of major significance and must be given full 
consideration today. 

To begin with, we must have a clear view of just what the 
problem is that is to be met. That in itself has a number of im- 
portant aspects. Certainly not the least is the fact that, while the 
next graduating class from our medical schools will have a large 
number who are veterans and therefore not available under the 
basic draft law, this situation changes rapidly in the next few 
years, Suggesting that in any proposed special draft legislation 
consideration must be given to its rapid phase-out and early 
termination. 

We must have clear knowledge of the numbers of new phy- 
sicians that will become available each year under the basic 
draft law. Then, to arrive at the deficit to be met, we must have 
accurate figures on the personnel requirements each year based 
on stated assumptions. And, since the Association has never 
gone beyond lending its support to special draft legislation to 
provide medical service only to fighting personnel (and certain 
civilians in remote areas) it is essential that these requirement 
figures be broken down into two categories; those physicians 
that will be needed in carrying out the primary mission of the 
medical departments and those additional physicians that would 
be used to furnish medical and hospital care purely as a con- 
venience or as fringe benefits to dependents of military per- 
sonnel, to civilian employees, and to veterans. And, finally, while 
all current figures are based on the assumption that troop 
strength remains at status quo, it is important that some thought 
be given to alternative procurement procedures if troop strength 
is to increase or decrease materially. 

Having defined the problem, the next question is how it is to 
be met. I believe we can take for granted that the American 
Medical Association will even go to the extreme length of sup- 
porting further special draft legislation if ever and whenever 
it becomes crystal clear that there is no other possible means 
whereby physicians can be procured in numbers sufficient to 
maintain the present high standard of medical care for the 
soldiers and sailors defending our country. The one great task 
before us, then, is to try and clarify that one issue—are there 
or are there not other means, short of a special doctor draft 
law, by which this necessary service may be maintained? In this 
connection I submit for your consideration and full discussion 
‘today a number of alternative suggestions which, if at all pos- 
sible and practical, might combine to greatly lessen if not com- 
pletely obviate the necessity for further draft legislation. 

First, of course, is further improvement in the utilization of 
medical manpower by the military. And I say “further improve- 
ment” advisedly. Progress along that line since the close of the 
last war has been nothing short of spectacular and deserves the 
highest possible commendation. There is ample credible evidence 
at hand, however, to indicate that utilization has not yet reached 
the degree that should prevail before resorting to the drafting 
of additional physicians. 

Second, the ink is hardly dry on Defense Manpower Policy 
No. 7 emanating from the executive branch of the government 
and calling on industry to help meet its manpower shortage 
by employment of the over-age and the retired. That at once 
Suggests an effort be made—legislative or otherwise—to the end 
that the physically fit among retired medical officers and those 
up for retirement be continued on duty indefinitely and, of 
course, in such manner as not to interfere with the normal flow 
of promotions. Medical men, if sound in mind and body, are in 
their years of peak efficiency when present military retirement 
Practice puts them on the shelf. What a profligate waste of man- 
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power so highly trained, so experienced, and so valuable to our 
defense effort! 

Third, there must be earnest exploration of the possibilities 
that lie in creating a part-time or contract medical service that 
will permit physicians in civilian practice to lend of their time 
and talents to the care of troops as they now are doing to the 
care of veterans. 

Fourth, the whole matter of medical officer procurement 
through voluntary means needs careful reexamination. In the 
very recent years, this technique seems to have been completely 
abandoned. Without taking your time to outline the dozen and 
one obvious possibilities of making a career of military medi- 
cine more attractive to volunteers, I strongly urge that consid- 
eration be given here today to some formal concerted effort along 
this line. (1 cannot refrain from mentioning in this connection 
that a simple query on the questionnaire recently sent by the 
Council to physicians coming out of service brought the in- 
teresting information that some of them would have volunteered 
to extend their tour of duty under certain very reasonable 
conditions.) 

And, finally, by far the most obvious thing to do to minimize 
or completely avoid the necessity of further special draft legis- 
lation is to trim the suit to fit the cloth. Despite an honest effort 
along this line, it may well prove impossible to maintain present 
high standards of medical care to our fighting men without 
resorting to some form of extended special draft legislation. I 
venture to suggest, however, that the chances for any such legis- 
lation to prevail in the coming session of Congress will rest 
very largely on the attitude of the military and the record it 
makes in this matter between now and the day of committee 
hearings. 

I am sure everyone here appreciates the great harm that 
might befall our fighting forces were the American Medical 
Association to have to determine its position on special draft 
legislation without accurate knowledge of the exact facts argu- 
ing against as well as for such an undesirable procedure. And, 
in order that its recommendations to the Board of Trustees and 
the House of Delegates may be well grounded and genuinely 
helpful it is hoped that the Council will be given a clear picture 
today on just how far the Department of Defense can and will 
go in trimming the suit to fit the cloth. It would be particularly 
helpful were the Council briefed in detail today on that part 
of the military patient load that might, under the exigencies 
of the pending shortage in medical personnel, be transferred 
from inpatient to outpatient status; or, in the case of those hope- 
lessly disabled, be transferred to the Veterans Administration 
for further care; or, in the case of veterans, be transferred back 
to veterans hospitals; or, in the case of civilians, be released 
for further care in available civilian facilities. Obviously there 
is Opportunity for substantial reduction in the medical work load 
in each of these four ways—and all of that without affecting 
in the least the health care of our fighting men. 

In placing this controversial issue before us today I must say 
on behalf of myself and others of the Council that we are keenly 
appreciative of the several impelling reasons why a liberal policy 
of care of nonmilitary personnel means so much to the services 
and particularly to those of our colleagues, both regular and 
reserve, who are serving their country in uniform. I cannot help 
but caution, however, that the current expansive program of 
care of civilian patients by the military, supported as it is now 
by the involuntary servitude of civilian physicians obtained 
through the device of a discriminatory draft law, poses a form 
and degree of socialized medicine under the thumb of the state 
that so far as I am able to find has no parallel throughout the 
world unless it be behind the iron curtain. 

And, lest this caution be taken by someone as indicative of 
a purely selfish attitude on the part of the profession, I hasten 
to add that there is serious threat to the health and welfare of 
the nation in all of this. Medical and other skilled health per- 
sonnel are in far too short supply in this country today for us 
to indulge in a wasteful duplication of facilities for the care 
of large numbers of civilians while having at the same time 
to support a sizable mobilization effort. Clear proof of that 
fact is already evident in every community in the land. In Mil- 
waukee one of our leading hospitals is without a surgical resi- 
dent, and in another the intern staff consists wholly of nine 
alien physicians with all that that implies in the way of poor 
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patient care owing to their inferior training and to language 

difficulties. Across the nation 25% of residencies and 32% of 

internships are presently vacant, and one out of seven that are MED ICAL MOTION PICTURES 

filled are filled by aliens. Viewed in whatever light you will, 

that spells a presently existing curtailment of medical care to 

civilians including, ironically enough, that vast majority of de- CATALOG OF MENTAL HEALTH MOTION PICTURES 

pendents of military personnel who are not fortunate enough A f health 

to h ee on _hew catalog of mental health motion pictures has just been 

Teady access to military hospiials. As everyone who has published by the National Institute of Mental Health. The pub. 

y ted ro 4 fe ro ‘lita lication, “Mental Health Motion Pictures, A Selective Guide, 

schools, parent-teacher associations, clubs, and church groups, 


wards of civilian hospitals remain closed, operating schedules > pig : Carl 
are curtailed, and patient care is being relegated to inadequately lists of films appro. H 
trained make-shift personnel—all for lack of registered nurses P Prog 
; who have been taken into the armed forces. The numbers of The areas covered by the catalog are: the child and the Pola 
nurses and nurse equivalents presently occupied in the care of family; mental health and schools; mental health problems; and fr 
civilians in our large military hospitals is substantial and should physiology of human reproduction. Information given for each Toxi 
be made known in this meeting today. It is a matter of prime film includes a short description of its content, suggested audj- Pp 
interest to the physicians who are responsible for the health of ences, television information, and the name of the producer M 
the other civilians of the land. And by that token it has direct and distributor. Introductory material contains Suggestions for Cop 
bearing on the question of reenactment of any special legisla- conducting a film forum. Copies of the catalog, “Mental Health - 
tion intended to permit the drafting of physicians to maintain Motion Pictures, A Selective Guide, 1952,” are available from efic 
this system of care of civilians in military hospitals. > ere 3 ee Government Printing Office, C. 
As I close I must restate with all the emphasis at my com- amiagien 25, D. ©. geiss, 30 comms. Rate: 
mand that this council and the American Medical Association Statis 
will continue as in the past fully conscious of our duty in work- Ch 
ing with those of you in government to the one single end that vn 
our fighting forces have constantly at hand and in reserve every- Lal 
thing humanly possible in the way of expert health care. If BUREAU OF LEGAL MEDICINE ye 
special draft legislation proves to be necessary, I have no doubt Prote 
whatever that you will find this Association in full support. I AN D LEGISLATION Ho! 
Carbe 

must repeat, however, that at least to the profession of America 


this question goes way beyond a simple one of military expedi- 
ency. It drives right at the heart of the basic question of just MEDICOLEGAL ABSTRACTS A.M. 
what the physicians of our country are being drafted for. Having 
that in mind, I suggest that our time and effort today be spent 


in an attempt to find common ground on which we all may Blood Grouping Tests: Conclusiveness of Finding of Nox- sg 

stand together in meeting the admittedly serious problem that paternity—The plaintiff sued for divorce and for a judgment —p. 

confronts bo<h the military and the profession through the ex- declaring him not to be the father of the child born to the de- Conce 

piration of P.L. 779. fendant. The case was heard in the supreme court, special term, in } 

Kings County, New York. 

The plaintiff's first witness was Dr. Alexander S. Weiner, a Blood 

- blood grouping specialist, who testified as to his findings on a Schi 
: blood grouping test taken pursuant to an order of this court. PB 


COUNCIL ON MEDIC AL He tested the blood of the plaintiff husband, the defendant wile, =P. 


and the child whose paternity was denied by the plaintiff hus- Visual 


EDUCATION AND HOSPITALS band; his report, which was admitted into evidence together Pres 


with an interpretation of his findings, contained the following 


conclusion: “Interpretation: The M-N, Rh-Hr, and P tests in — 
this case are not informative, but the A-B-O tests prove that Hart 
The Council on Medical Education and Hospitals has author- John C is not the father of the baby Laura C. Since Louise C Cysts 
a ized the following statement for publication. belongs to group A while her baby Laura C belongs to group a 
. DonaLp G. ANDERSON, M.D., Secretary. B, Laura’s father must belong to group B or group AB, but Mad 
not to group O or group A. Therefore, John C who belongs Neopla 
THE to group A cannot be Laura C’s father.” Dr. Weiner was sub- Sth 
A jected to a vigorous cross examination by the defendant's attor- 
AMERICAN ARD ney, who sought to prove that there was a large element of Thro 
The Council on Medical Education and Hospitals and the chance in the manner in which the blood grouping test was 
American Board of Anesthesiology consider it advisable at this made. The court was of the opinion, however, that the test was Cerebr: 
time to clarify their position relative to the question of physician- made by Dr. Weiner and his associates with great care an/ pre- in the | 
hospital relationships as it may bear on the approval of a hos- cision. In fact, this expert performed at least three retesis in a probl 
pital for residency training in anesthesiology. order to make sure that his conclusion was correct. fits of 
Training programs in anesthesiology have been and will con- In my opinion, said the court, the blood grouping test is cor z the t 
tinue to be evaluated by the Council and the Board on the basis clusive in establishing that this plaintiff is not the father of the ory dis 
of the ability of the hospital to meet their established educational disputed issue. Our courts have long recognized the great weight to dem 
and professional standards. that must be given to blood grouping tests that are scientifica..y 
The Council and the Board consider the matter of the finan- conducted and objectively made by physicians expert in ths a an 
cial arrangement that may exist between the hospital and its field. The presumption of legitimacy, still strong in our law, r= ag 
anesthesiology staff one that is not within their proper purview, not overcome except by very convincing evidence. Our legs” United $ 
provided the relationship between hospital and physician con- ture has recognized that blood grouping tests, however, me ny. 
forms to the policies’ and the Principles of Medical Ethics * reached the point of scientific acceptance and that their — made Ae 
of the American Medical Association. may be received into evidence where definite exclusion 1s ¢s'a® for each 
lished. The plaintiff, having sustained the allegation 4 his and they must 
. i i vidence, judgment lor America 
1. Guides for Conduct of Physicians in Relationships with Institutions. ding the supplied 


American Medical Association, December, 1951. and can 
2. Principies of Medical Ethics of the American Medical Associa- plaintiff not to be the father of the child in question. C. ¥- &» te 
1949. 109 N.Y.S. (2d) 276 (New York, 1951). " 
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UNITED STATES 


A.M.A. Arch. Indust. Hyg. & Occup. Med., Chicago 


6:1-92 (July) 1952 


Carbon Monoxide Uptake in Relation to Pulmonary Performance. T. F. 
Hatch.—p. 1. 

Toxicology of Organic Phosphorus-Containing Insecticides to Mammals. 
K. P. DuBois and J. M. Coon.—p. 9. 

Polarographic Procedure for Urinary Thallium. G. S. Winn, E. L. God- 
frey and K. W. Nelson.—p. 14. 

Toxicity of Noz Vapors at Very Low Levels: Preliminary Report. E. L. 
Gray, J. K. MacNamee and S. B. Goldberg.—p. 20. 

Acute Hemorrhagic Cystitis From Inhalation of Paint Remover. G. E. 
Morris.—p. 22. 

Coproporphyrin III Test as Measure of Lead Damage II. Considering 
Lead Dusts of Relatively Large Particle Size. G. C Harrold, S. F. 
Meek and D. A. Padden.—p. 24. 

Efficiency of Criteria of Stress in Toxicological Tests. H. F. Smyth Jr., 
Cc. S. Weil, E. M. Adams and R. L. Hollingsworth.—p. 32 

Rates of Elimination of Fluoride Stored in Tissues of Man. E. J. Lar- 
ent.—p. 37. 

suistical Analysis of Normal Human Red Blood Cell and Plasma 
Cholinesterase Activity Values. J. H. Wolfsie and G. D. Winter. 
—p. 43. 

Vapor Toxicity of Carbon Tetrachloride Determined by Experiments on 
Laboratory Animals. E. M. Adams, H. C. Spencer, V. K Rowe and 
others.—p. 50. 

Protection Afforded by Clothing Against Radiation Hazards. F. R. 
Holden and A. F. Owings.—p. 67. 

Carbon Tetrachloride Poisoning. A. V. Myatt and J. A. Salmons.—p. 74, 


A.M.A. Arch. Neurology and Psychiatry, Chicago 


68:1-164 (July) 1952 


Poliomyelitis: V. The Pons. H. A. Matzke and A. B. Baker.—p. 1. 

Id.: VI. The Hypothalamus. A. B. Baker, S. Cornwell and I. A. Brown. 
—p. 16. 

Concentration of Cholesterol and of Lipid Phosphorus in Blood Serum 
in Multiple Sclerosis. L. V. Chiavacci and W. M. Sperry.—p. 37. 

Use of Thiamylal (Surital®) Sodium with Electroshock: Preliminary 
Report. E. O. Brown Jr.—p. 43. 

Blood Glutathione, Lactic Acid, and Pyruvic Acid Relationships in 
Schizophren’a. O. D. Easterday, R. M. Featherstone, J. S. Gottlieb and 
others.—p. 48. 

*Cerebral Arterial Shunt. K. M. Browne, W. E. Stern and A. E. Walker. 
—p. 58. 

Visual Hallucinations Associated with Tumors of Occipital Lobe. D. Par- 
kinson, C. W. Rucker and W. M. Craig.—p. 66. 

Autonomic Nervous System and Immunity. S. Loumos.—p. 69. 

Idiopathic Hypoparathyroidism and Pseudohypoparathyroidism: Observa- 
tons on Electroencephalogram in Hypocalcemia. B. L. Wise and J. C. 
Hart.—p. 78. 

Cysts of Sacral Nerve Roots: Clinical Significance and Pathogenesis 
I. M. Tarlov.—p. 94. 

Statistical Control Studies in Neurology: III. Hoffmann Sign M. J. 
Madonick.—p. 109. 

Neoplasms Within the Midbrain. M. G. Netsky and R. R. J. Strobos. 
—p. 116. 

Obscurations and Further Time-Related Paroxysmal Disorders in Intra- 
cranial Tumors: Syndrome of Initial Herniation of Parts of Brain 
Through Tentorial Incisure. S. Ethelberg and V. A. Jensen.—p. 130. 


Cerebral Arterial Shunt.—The role of vasomotor nerve fibers 
in the regulation of the caliber of intracranial arteries remains 
a problem. Numerous clinical reports have attested to the bene- 
fits of cervical sympathectomy by surgical or chemical means 
in the treatment of demonstrable or presumed cerebral circula- 
tory disorders. Yet quantitative methods have frequently failed 
o demonstrate an alteration of the total cerebral blood flow 
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following stimulation of the cervical sympathetic trunk or block 
of the stellate ganglion. Reapportionment of cerebral blood flow 
might occur as the result of stimulation of the cervical sym- 
pathetic trunk or stellate ganglion block without a concomitant, 
detectable alteration in the total blood flow. By cerebral angiog- 
raphy the cerebral circulation in cats was studied before, 
during, and after either stimulation or section of a cervical sym- 
pathetic trunk. Evidence is presented suggesting an arterial shunt 
at the circle of Willis, which is activated by unilateral stimula- 
tion of the cervical sympathetic trunk, inducing a redistribution 
of the cerebral blood, which tends to increase the irrigation of 
the cerebral hemisphere on the side opposite the excitation. The 
basis of this shunt would seem to be increased vasomotor tone 
in certain intracranial arteries ipsilateral to the sympathetic 
stimulation and diversion of extracranial blood to the intracranial 
vessels, with consequent dilation of the less tonically innervated 
vessels of the side opposite the excitation. 


A.M.A. Arch. Pathology, Chicago 


$4:1-118 (July) 1952 


Endochondral Bone Growth in Chick. S. B. Wolbach and D. M. Hegsted. 
—p. 1. 

Vitamin A Deficiency in Chick: Skeletal Growth and Central Nervous 
System. S. B. Wolbach and D. M. Hegsted.—p. 13. 

Hypervitaminosis A and Skeleton of Growing Chicks. S. B. Wolbach and 
D. M. Hegsted.—p. 30. 

*Pseudomembranous Colitis Following Aureomycin and Chloramphenicol. 
L. Reiner, M. J. Schlesinger and G. M. Miller.—p. 39. 

Experimental Rachitis of Vertebral Bodies of Rats. R. C. Hendrix and 
J. A. Maher.—p. 68. 

So-Called “Cat Scratch Fever.”” R. A. Fox.—p. 75. 

Cardiovascular Lesions as Result of Joining Rats in Parabiosis. I. T. 
Zeckwer.—p. 84. 

Polysaccharide Nature of Corpora Amylacea. H. D. Steele, G. Kinley, 
C. Leuchtenberger and E. Lieb.—p. 94. 

Comparative Study of Reaction to Injury. I. Cellular Response to 
Methylicholanthrene and to Talc in Body Cavity of Cockroach (Peri- 
planeta Americana). H. G. Schlumberger.—p. 98. 


Pseudomembranous Colitis Following Antibiotic Therapy.— 
Pseudomembranous colitis was demonstrated by necropsy in 5 
of 49 adult patients who had been given aureomycin or chlor- 
amphenicol (chloromycetin®) for various surgical or nonsurgical 
conditions. Four of the five had received aureomycin hydro- 
chloride in doses exceeding 4 gm. orally or 2 gm. intravenously, 
and one had received chloramphenicol in doses exceeding 4 gm. 
orally. All had survived more than four days after the first ad- 
ministered dose. Pseudomembranous colitis did not develop in 
26 similarly treated patients or in 18 patients treated less vigor- 
ously. Of the 31 patients receiving large doses of the antibiotics, 
19 were men and 12 were women; only 1 man had colitis, while 
4 women had it. Two other cases of this disease are described. 
In one case only the rectosigmoid of a patient who had been 
given aureomycin but who did not die became available for 
study as a surgical specimen; this case more than any other con- 
vinced the authors that aureomycin is causally related to the 
type of colitis in question. In the seventh case necropsy added 
strength to a similar suspicion with respect to chloramphenicol. 
The authors conclude that pseudomembranous colitis may fol- 
low aureomycin or chloramphenicol therapy. The mucosa of 
the colon is the seat of two characteristic changes, which 
usually, but not necessarily, occur together: surface exuda- 
tion (“simple” pseudomembrane) and stromal (diphtheritic) 
necrosis. The “simple” pseudomembranes may be mucoepi- 
thelial, fibrinomucoepithelial, fibrinopurulent, or mucofibrino- 
purulent. The stromal (diphtheritic) necrosis is an essential 
constituent of “compound” pseudomembranes. It varies in lateral 
extension and in depth. Healing occurs by sequestration of the 
pseudomembranes and simultaneous epithelial regeneration. The 
deeper the stromal (diphtheritic) necrosis, the more distorted, 
atrophic, or scarred is the resulting healed mucosa. Neither 
intestinal pathogens nor fungi are demonstrated. Administration 
of vitamins neither prevents nor cures the pseudomembranous 
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colitis. The clinical manifestations are not characteristic. Diarrhea 
is common but not constant. The mechanism by which aureo- 
mycin and chloramphenicol produce pseudomembranous colitis 
is obscure. 


American Heart Journal, St. Louis 


44:1-164 (July) 1952 


Hypotensive State Following Acute Myocardial Infarction. I. Clinical 
Observations. A. Selzer.—p. 1. 

Id.: Il. Experimental Studies. A. Selzer and G. W. Taylor.—p. 12. 

Normal Cardiac Apex and Apex Beat: Critical Review of Recent Data. 
R. O’Rahilly.—p. 23. 

Axis Deviation and Body Build. R. Howard and M. M. Gertler.—p. 35. 

Chronic Cor Pulmonale as Complication of Fibrocystic Disease of Pan- 
creas. C, E. Tomlin, B. Logue and J. W. Hurst.—p. 42. 

Multiple Arteriovenous Aneurysms of Soft Tissues and Bone (Pelvis 
and Vertebrae) Resulting in Cardiac Failure. B. S. Gordon, S. M. 
Aronson and A. Azulay.—p. 51. 

Artifacts in Multiple Channel Electrocardiographs Using Common Central 
Terminal. E. Lepeschkin.—p. 62. 

Mathematical Method to Determine Electrical Axis Direction of Electro- 
cardiographic Waves. C. Ayala y de Landero.—p. 67. 

Measurment of Duration of QRS Interval. E. Lepeschkin and B. Surawicz. 
—p. 80. 

Vectorcardiogram of Newborn Infant. A. I. Schaffer and W. H. Beinfield. 
—p. 89. 

Electrostethography. II. New Method for Study of Precordial Trans- 
mission of Cardiodynamics. F, L. Dunn and W. E. Rahm Jr.—p. 95. 
Effect of Digitoxin on Electrocardiogram. R. E. Westlake, W. A. Schiess, 

I. L. Ershler and Gin-Chi Chiu.—p. 106. 

Anticoagulant Therapy in Acute Myocardial Infarction. L. Feldman, 
W. R. O'Connor, I. A. Friedman and J. W. Fischer.—p. 112. 

Action of Dicumarol in Human Being on Plasma Prothrombin Time and 
Total Prothrombin Time. A. J. Quick, C. V. Hussey and M. Kaser. 
—p. 119. 

*Intravenous Emulsified Vitamin Ki in Treatment of Coumarin-Induced 
Hypoprothrombinemia. R. Stragnell.—p. 124. 

Effect of Pitressin Infusion on Blood Pressure of Rabbit, Cat, and Rat. 
S. M. Friedman and H. Pauls.—p. 131. 

Unusual Cyanosis in Boy with Congenital Pulmonary Stenosis and Tri- 
cuspid Insufficiency: Fatal Outcome After Angiocardiography. G. Bidrck, 
O. Axén and A. Thorson.—p. 143. 


Vitamin K, and Hypoprothrombinemia.—AIthough the synthetic 
vitamin K products are relatively ineffective in reversing the 
hypoprothrombinemia that has been induced by bishydroxy- 
coumarin, vitamins K, and K, oxide are highly effective even 
when coumarin therapy is continued. Until recently it has been 
technically difficult to administer these products, but the de- 
velopment of a stable emulsion for intravenous administration 
has greatly simplified this problem. This report is concerned 
with reversal of coumarin-induced hypoprothrombinemia in 
seven patients with emulsified vitamin K,. In two instances the 
drug was given prophylactically when an overdose of coumarins 
had been administered but no bleeding had occurred. Rapid 
reversal of the hypoprothrombinemia has been obtained with 
as little as 100 mg. of emulsified vitamin K, administered intra- 
venously. Following administration of vitamin K, the patients 
are resistant to coumarin therapy and a period of hypercoagula- 
bility appears to exist during this phase. This can be controlled 
by the administration of heparin with the coumarin drugs to 
safeguard the patient in whom continuation of anticoagulant 
therapy is desired. 


American J. Digestive Diseases, Fort Wayne, Ind. 
19:201-240 (July) 1952 


Simple Dietary Technique for Production of Hepatic Necrosis with 
Consideration of Factors Preventing the Lesion. J. Gillman, C. Gilbert, 
T. Gillman and I. Spence.—p. 201. 

Complete Restitution of Liver in Rats Following Necrosis and Fibrosis 
of Dietary Origin. J. Gillman, C. Gilbert, T. Gillman and I. Spence. 
—p. 211. 

Insulin Glucose Tolerance Test and Absolute Lymphocyte Response in 
Diabetic Patients. B. W. Volk and S. S. Lazarus.—p. 217. 

Possibility of Reproducing Cephalic Phase of Gastric Secretion. O. Noring. 
—p. 221, 

Benzoin and Shellac Turbidity as Liver Function Tests, M. C. F. Lindert, 
J. J. Levin and R. J. Gaspich.—p. 226. 

Relation of Functional Hyperinsulinism to Visceroptosis. H. Layzer. 


—p. 230. 


J.A.M.A., Nov. 8, 1952 


American Journal of Ophthalmology, Chicago 
35:917-1076 (July) 1952 


Scleromalacia: Clinical and Pathologic Study of Case with Consideration 
of Differential Diagnosis, Relationship of Collagen Disease, and Effect 
of — and Cortisone Therapy. B. Anderson and G. Margolis 
—p. 

Corticoid Determinations of Aqueous Humor After Repeated Paracen- 
teses. I. H. Leopold and F. R. Maylath.—p. 932. 

Topical Compound F in Treatment of Anterior Segment Eye Disease: 
Pestianinncy Report. E. H. Steffensen, H. B. Ivy and F. O. Nagle 
—p. 933. 

Studies on Cortisone in Ophthalmology: I. Influence of Cortisone on 
In-Vitro Effect of Antibiotics on Microorganisms Capable of Causing 
Ocular Infections: II. Action of Cortisone on Experimental Pneumo. 
coccic Infection of Cornea and Its Influence on Activity of Severaj 
Antibiotics. G. Lepri.—p. 935. 

Operation for Relief of Tension in Congenital Glaucoma. Goniotomy ab 
Externo Combined with Iris Inclusion. J. Laval.—p. 947. 

Significance of Visual Fields Taken with Minute Light Stimuli in Dark. 
Adapted Eyes in Early Glaucoma. S. Van Wien.—p. 951. 

Evaluation of Results in Use of Measured Recessions and Resections in 
Correction of Horizontal Concomitant Strabismus. H. S. Sugar, 
—p. 959. 

Wound Closure in Cataract Surgery. Modified Corneoscleral Suture: 
Report of Cases. B. Y. Alvis and E. B. Alvis.—p. 967. 

Observations on Traumatic Hyphema. P. Thygeson and C. Beard. 
—p. 977. 

Ocular Manifestations of Trichinosis. M. Croll and L. J. Croll.—p. 985, 

Role of Energy, Pupillary Diameter, and Alloxan Diabetes in Production 
of Ocular Damage by Microwave Irradiations. A. W. Richardson. 
—p. 993. 

Effects of Microwave Diathermy on Eye of Rabbit. L. Daily Jr., K. G. 
Wakim, J. F. Herrick and others.—p. 1001. 

Hereditary Microcornea and Cataract in Five Generations. M. W. 
Friedman and E. S. Wright.—p. 1017. 

Human Conjunctivitis Due to Newcastle-Disease Virus of Fowls. O. Lipp- 
mann.—p. 1021. 


American Journal of Surgery, New York 
84:1-128 (July) 1952 


*Postoperative Treatment of Peripheral Vascular Injury by Employment 
of Continuous Spinal Anesthesia Prolonged for 11 Days. F. P. Ansbro, 
J. J. Black and F. S. Latteri.—p. 3. 

Complications Following Transtracheal Anesthesia. J. Adriani and 
J. Parmley.—p. 11. 

Effect of Anesthesia on Eosinopenic Response to Surgical Trauma: Pre- 
liminary Report. V. Traina and C. L. Burstein.—p. 13. 

Fractures cf Femoral Shaft: Clinical Comparison of Treatment by Trac- 
tion Suspension and Intramedullary Nailing. E. A. Brav and V. H 
Jeffress.—p. 16. 

Bone Abscess Due to Salmonella B. (Bredeney). A. P. Aitken.—p. 26. 

Acute Perforated Gastroduodenal Ulcer. I. N. Ingram and J. R. Ervin 
—p. 30. 

Role of Chronic Perforation in Intractable Massive Peptic Ulcer Hemor- 
rhage. H. T. Caswell, W. E. Burnett and G. P. Rosemond.—p. 42. 

Benign Ulcer of Small Bowel. C. C. Craighead.—p. 47. 

Use of Tantalum Mesh in Repair of Hernias. S. Mufson.—p. 54. 

Esophageal Resections: Advantages and Management of Combined One- 
Stage Left Abdominal and Right Thoracic Approach for Resection of 
Neoplastic Lesions. J. E. Macmanus.—p. 61. 

Tumors and Pseudotumors in Neck. R. Gorrell.—p. 72. 

Heostomy—Evolution and Clinical Management, with Description of 
New Ileostomy Bag. K. C. Jonas.—p. 77. 


Spinal Anesthesia in Vascular Injury.—Ansbro and associates 
discuss innervation of the vascular tree of the lower extremities 
and call attention to the adverse effects of vasospasm accom- 
panying vascular injury. They show that this vasospasm can be 
overcome by continuous spinal anesthesia. More recently they 
adopted continuous epidural block as a safer and more con- 
trollable method for attaining this end. No deleterious effects 
from spinal anesthesia prolonged for 11 days were observed in 
this patient. 


Connecticut State Medical Journal, Hartford 
16:491-574 (July) 1952 


Cancellous Bone Grafts in Fresh Fractures Coming to Open Reduction. 
M. M. Pike and J. W. Larrabee.—p. 494. 

Bioelectric Correlates of Emotional States. L. J. Ravitz.—p. 499. 

Hereditary Hemorrhagic Telangiectasia with Pulmonary Arteriovenous 
Aneurysm. Possible Etiology and Prophylaxis. S. D. Kushlan.—p. 505. 

Acute Disseminated Lupus Erythematosus in 13 Year Old White Male. 
Demonstration of “L. E.” Cell and Results of Cortisone Therapy: 
N. H. Bentas, J. A. Spencer and S. L. Penner.—p. 513. 

Rosacea with Complications: Case Report. E. F. Kalman.—p. 517. 

Our Fading Heritage. H. G. Thompson.—p. 518. 
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Delaware State Medical Journal, Wilmington 


24:139-164 (June) 1952 


Craniocerebral Trauma. R. G. Coblentz.—p. 139. 

Medical Management of Epilepsy. D. T. Davidson Jr.—p. 147. 

Certain Aspects of Surgery of the Newborn. C. E. Koop.—p. 152. 

Fiction and Facts About Lipotropic Medication in Atherosclerosis. O. J. 
Pollack.—p. 157. 

Black Widow Spider Bite. C. Vileisis.—p. 159. 


Diseases of Chest, Chicago 


22:1-122 (July) 1952 
Closed Intracardiac Tactile Surgery. C. P. Bailey, R. P. Glover and 
T. J. E. O’Neill.—p. 1. 
Physico-Chemical Pneumonitis. S. Jacobs.—p. 25. 
Recent Trends in Esophageal Surgery. P. Thorek.—p. 33. 
Bronchiectasis in Childhood and Adult Pulmonary Tuberculosis. T. Val- 
ledor and A. Navarrete.—p. 46. 
Pulmonary Coccidioidomycosis. Clinical and Roentgenological Observa- 
tions in Residual Lesions. M. H. Joress and B. P. Bushueff.—p. 55. 
Pulmonary Cavitation with Negative Sputum (With Reports of Eight 
Cases). E. G. Balchum and J. Zimmerman.—p. 68. 

Chronic Infectious Pulmonary Changes Simulating Tuberculosis in Older 
Age Group. S. Cohen.—p. 81. 

*Pneumoperitoneum with Late Results: Report of 560 Cases. F. Crenshaw 
and J. H. Gross.—p. 91. 

Treatment of Intestinal Tuberculosis. F. Piechaud, D. P. Freour and 
M. Roux.—p. 101. 

Candida (Monilia) Infection of Respiratory Tract. N. G. M. Orie.—p. 107. 


Pneumoperitoneum in 560 Cases.—Crenshaw and Gross first 
used pneumoperitoneum in connection with phrenemphraxis in 
1937 and for the first two or three years it was used only in 
advanced cases with bilateral involvement, positive sputum, and 
often bilateral cavitation. The prognosis was poor to hopeless 
in all these early cases. The authors were so pleased with the 
results, even in this group, that they started in 1941 using pneu- 
moperitoneum in more hopeful cases, and at present it is the 
preferred form of temporary collapse treatment at their insti- 
tution. For the past two years there have been 10 times as many 
pneumoperitoneum treatments as pneumothorax treatments. 
With an average number of 1,500 patients, the authors now 
give an average of 25,000 fillings a year. They have used pneu- 
moperitoneum in conjunction with phrenemphraxis on the most 
affected side in most of 560 men and women with minimal, 
moderately advanced, and far advanced pulmonary tuberculo- 
sis. Of these, 246 have been successfully treated, and most of 
them discontinued pneumoperitoneum in 2 to 10 years. This 
procedure is not particularly suitable for minimal cases nor 
those of predominantly fibrotic lesions. 


Journal of Allergy, St. Louis 
23:293-386 (July) 1952 


‘Intravenous ACTH and Oral Cortisone in Treatment of Bronchial 
Asthma. C. E. Arbesman, M. A. Schneider, D. G. Greene and H. Os- 
g00d.—p. 293. 

Effect of Cortisone Upon Rise of Serum Antibody Level After Injection 
of Saturating Dose of Antigen in Rabbits Sensitized to Ovalbumin. 
B. N. Halpern, G. Mauric, A. Holtzer and M. Briot.—p. 303. 

Maintenance Cortisone in Severe Bronchial Asthma. W. S. Burrage, 
J. W. Irwin and J. S. Gibson.—p. 310. 

Sudden Death from Bronchial Asthma Following Injection of Pyromen: 
Case Report. C. H. A. Walton and G. B. Elliott.—p. 322. 

On Rationale of Treating Allergic Diseases with Bacterial Pyrogens. 
M. Samter and M. A. Kofoed.—p. 327. 

Use of Closed System in Study of Asthma and Emphysema. F. C. Lowell, 
I. W. Schiller and A. Lowell.—p. 335. 

Influence of ACTH on Anaphylactic Shock in Guinea Pigs. R. Hoene, 
L. Coutu, A. Horava and others.—p. 343. 

Anaphylactic Shock in Pertussis-Vaccinated Mouse. S. Malkiel and B. J. 
Hargis.—p. 352. 

Pharmacologic and Anaphylactogenic Properties of Staphylococcus Pro- 
tein and Unfractionated Extract. M. Dworetzky, B. R. Zeitlin, M. C. 
Kahn and H. S. Baldwin.—p. 359. 

Clinical Study of Phenacetin-Caffeine in Treatment of Hay Fever. J. R. 
Johnson, J. M. Sheldon, K. P. Mathews and R. G. Lovell.—p. 365. 
Molds in House Dust, Furniture Stuffing, and in Air Within Homes. 

M. A. Swaebly and C. M. Christensen.—p. 370. 

Study of Antibiosis Between Wind-Borne Molds and Insect Larvae From 

Wind-Borne Eggs. B. T. Griffith—p. 375. 


Treatment of Bronchial Asthma.—Corticotropin (ACTH) pow- 
der dissolved in 1,000 cc. of 5% dextrose in distilled water was 
administered by slow intravenous drip to 16 female and 12 
male patients with bronchial asthma. The patients’ ages ranged 
from 6 to 71 years and the duration of the asthma from 4 months 
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to 42 years. The treatment was given for from 8 to 12 hours for 6 
to 14 days. Twenty-three received one course and 5 received two 
courses; the total doses of the drug ranged from 75 to 220 mg. 
Of the 33 courses of intravenous corticotropin, 22 were fol- 
lowed by freedom of symptoms for three to four weeks, and 
27 produced symptomatic relief within 24 to 48 hours. Im- 
provement by objective signs was not evidenced, in most in- 
stances, until 72 to 96 hours after the institution of therapy. 
Except for the potassium iodide that was given to most patients, 
only 6 of the 28 patients required other medicaments such as 
epinephrine or aminophylline during intravenous administration 
of corticotropin. Twelve of the 22 courses followed by freedom 
of symptoms were given to patients who had either emphysema, 
bronchiectasis, and/or cor pulmonale, and 10 to patients with 
uncomplicated asthma. Euphoria was noted in 17 patients. Two 
patients with a previous history of peptic ulcer complained about 
epigastric pain while receiving corticotropin, two patients had 
“masked” infection, one urticaria, and two phlebitis of the arm 
veins used for the intravenous infusion. Cortisone was given 
orally to 35 asthmatic patients, 15 of whom had a recurrence of 
symptoms after their course of intravenous corticotropin therapy, 
6 whose symptoms recurred after intramuscularly administered 
corticotropin, and 13 without previous corticotropin therapy. 
Response to cortisone therapy was excellent or good in 21 pa- 
tients, fair in 7, and nil in 7. Therapy was continued only in 
patients who had either good or excellent responses to cortisone 
therapy. Six patients with intractable asthma remained com- 
fortable by taking 50 to 75 mg. of cortisone daily for 6 to 14 
months. The authors observed that following corticotropin 
therapy approximately 50% of the patients developed definite 
edema from cortisone. Corticotropin and cortisone therapy is 
not proposed as a substitute for specific diagnosis and treatment, 
but rather as a means of aiding the patient during a period of 
great stress, such as status asthmaticus, or in a severe acute 
allergic reaction, such as a drug sensitivity reaction. 


Journal of Immunology, Baltimore 
68:599-708 (June) 1952 


Inoculation of Cynomolgus Monkeys with Coxsackie Virus Alone, Com- 
bined, or With Poliomyelitis Virus. B. F. Howitt and V. J. Nichols. 
—p. 599, 

Studies on Immunization Against Plague: III. Quantitative Serological 
Studies on Immunizing Antigen of Pasteurella Pestis. M. S. Silverman, 
S. S. Elberg, K. F. Meyer and L. Foster.—p. 609. 

Effect of Chemical Substances in Mice Infected with St. Louis Encepha- 
litis, PR8 Strain of Influenza, or the Lansing Strain of Poliomyelitis 
Virus. J. G. Wooley, H. W. Bond and T. D. Perrine.—p. 621. 

Studies on Hemagglutination by Columbia-SK Virus. B. Horvath and 
C. W. Jungeblut.—p. 627. 

Studies on Herpes Simplex Virus: III. Neutralization of Egg-Adapted 
Herpes Virus by Human Sera in Ovo. E. Jawetz and V. R. Coleman. 
—p. 645. 

Id.: IV. Level of Neutralizing Antibodies in Human Sera. E. Jawetz, 
M. F. Allende and V. R. Coleman.—p. 655. 

Evaluation of Serological Methods for Demonstrating Antibody Re- 
sponses to Group A Coxsackie (Herpangina) Viruses. E. A. Beeman 
and R. J. Huebner.—p. 663. 

Parallel Studies of Complement and Blood Coagulation: VII. Effect of 
Ethionine. C. E. Rice, P. Boulanger, P. J. G. Plummer and E. 
Annau —p. 673. 

Differences in Capacity of Human Serums to Neutralize Herpes Simplex 
Virus. H. M. Rose.—p. 687. 

Radiosensitive and Radioresistant Phases in Antibody Response. F. J. 
Dixon, D. W. Talmage and P. H. Maurer.—p. 693. 


Journal of Nutrition, Philadelphia 
47:159-306 (June) 1952. Partial Index 


Effects of Vitamin Bi2 Supplement, Vitamin Biz and Streptomycin on 
Metabolism of Rat. A. Black and J. W. Bratzler.—p. 159. 

Relation of Serum Cholinesterase to Nutritional Status of Adolescents. 
J. P. Saunders, H. R. Sandstead, R. E. Butler and O. Mickelsen, 
—p. 191. 

Growth and Metabolism Studies with Rats Fed Rations Containing Puri- 
fied Amino Acids. K. H. Maddy and R. W. Swift.—p. 243. 

Diurnal Variation in Excretion of Chromium Oxide and Lignin. E. A, 
Kane, W. C. Jacobson and L. A. Moore.—p. 263. 

Effect of Oral Administration of Streptomycin on Urinary Excretion of 
B Vitamins in Man. H. P. Sarett.—p. 275. 

Increased Survival of Liver-Fed Rats Administered Multiple Sublethal 
Doses of X-Irradiation. B. H. Ershoff.—p. 289. 

Study of Relationship of Liver Xanthine Oxidase to Quality of Dietary 
Protein. G. Litwack, J. N. Williams Jr, L. Chen and C. A. Elvehjem. 
—p. 299. 
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Medicai Annals of District of Columbia, Washington 


21:297-354 (June) 1952 


Treatment of Cancer. C. T. Klopp.—p. 297. 

Significance of Low Prothrombin Concentration Prior to Dicumarol Ther- 
apy in Myocardial! Infarction. T. M. Peery, F. N. Miller Jr. and I. 
Rullis.—p. 303. 

Myasthenia Gravis—Survey. P. Chodoff and J. R. McGreevy.—p 307. 

_Treatment of Lead Encephalopathy with Calcium Disodium Versenate: 
Report of Case. S. P. Bessman, H. Ried and M. Rubin.—p. 312. 

Treatment of Flatfeet in Children. J. H. Kite.—p. 316. 


Neurology, Minneapolis 
2:273-368 (July-Aug.) 1952 

Management of Patients with Brain Damage. J. R. Brown.—p. 273. 

*Neurologic Symptoms Following Accidental Intraspinal Detergent Injec- 
tion. N. W. Winkelman.—p. 284. 

Significance of Cerebral Fat Embolism. A. Silverstein.—p. 292 

Ser‘al Electroencephalography in Vascular Lesions of Brain. E. Roseman, 
R. P. Schmidt and E. L. Foltz.—p. 311. 

Metabolic Disorders in Paraplegics. I. S. Cooper and T. I. Hoen.—p. 332. 

Peduncular Hallucinosis Following Vertebral Angiography. J. Rozanski. 
—p. 


Accidental Intraspinal Injection of Detergent.—In the 11 cases 
reported here, a detergent was accidentally injected intra- 
thecally with the spinal anesthetic. In an effort to determine the 
etiological factor in these cases, the anesthetic solution was first 
studied, and it was found that at least three different prepara- 
tions were used. Investigation of the method of sterilization dis- 
closed that the syringes were washed in a mild detergent solu- 
tion and rinsed once or twice in tap water before autoclaving. 
Injection of a similar mild detergent solution into an animal 
produced paralysis of the hind legs. {t was then reasonable to 
conclude that the spinal and cerebral symptoms were the result 
of varying amounts of detergent entering the subarachnoid space. 
Depending on the concentration of the detergent, a group of 
symptoms was initia‘ed, beginning with involvement of the 
cauda equina, ascending the spinal cord and its membranes, 
and eventually producing a fluid block over the vertex of the 
brain as the result of hyperplesia of the soft meninges, with re- 
sulting symmetrical ventricular dilatation. In four cases with in- 
ternal hydrocephalus, death resulted despite surgical intervention. 
In cases with cauda equina involvement alone, improvement 
began comparatively early and continued until a return to normal 
or near normal was accomplished. Pathological examination in 
one of the fatal cases showed a hyperplasia of the pia with com- 
pression of roots along the entire spinal cord. Marginal degenera- 
tion of the spinal cord was evident, giving the appearance of 
the so-called spinal “halo.” Every step in spinal anesthesia must 
be carefully supervised by the anesthetist himself. 


New England Journal of Medicine, Boston 


247:39-78 (July 10) 1952 


Accidents Complicating Pelvic Surgery in Women. L. E. Phaneuf.—p. 39. 

Pulmonary Function in Convalescent Poliomyelitic Patients. Il. Pressure- 
Volume Relations of Thorax and Lungs of Chronic Respiratory Pa- 
tients. J. E. Affeldt, J. L. Whittenberger, J. Mead and B. G. Ferris Jr. 
—p. 43. 

Incidence of Prenatal Syphilis at Boston City Hospital. N. J. Fiumara, 
W. L. Fleming, J. G. Downing and F. L. Good.—p. 48. 

*Relation of Obesity to Menstrual Disturbances. J. Rogers and G. W. 
Mitchell Jr.—p. 53. 

Surgery of Heart and Great Vessels. R. G. Sweet and J. G. Scannell. 


—p. 56. 
Value of Precipitin Tests for Bence-Jones Protein in Early Diagnosis. 
F. C. Collier, A. Reich and*J. W. King.—p. 60. 


Relation of Obesity to Menstrual Disturbances.—Some clini- 
cians dealing with problems of reproductive physiology have 
gained the impression that menstrual disturbances, including 
dysmenorrhea, functional bleeding, amenorrhea and infertility, 
are frequently associated with obesity, but a search of the lit- 
erature of the past 22 years discloses no systematic study of a 
large group of patients with menstrual abnormalities to deter- 
mine the validity of this clinical impression. A group of patients 
in the New England Center Hospital and the Boston Dispensary 
with functional menstrual disturbances, including abnormal 
uterine bleeding, amenorrhea, premature menopause, habitual 
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abortion and infertility, served as subjects for this study. pg. 
tients with demonstrable pelvic abnormalities were excluded, 
The selected subjects were from 16 to 40 years old. Only pa- 
tients who were 20% or more over ideal weight were classified 
as obese. All the patients were then grouped according to diag. 
nosis, and the incidence of obesity in each category was deter. 
mined. A control group of 201 women patients from the same 
hospitals who had no menstrual disorders were interviewed, 
Among 100 young women with functional menstrual disorders, 
infertility, and habitual abortion, there were 43 who were obese. 
Amenorrhea was the most frequent menstrual disorder, ang 
48% of the patients with amenorrhea were obese in contrast 
to 13% in a control group. The results, which are Statistically 
significant, confirm the clinical impression of the association 
of obesity and menstrual disturbances. The possibility of a hypo- 
thalamic origin of both obesity and amenorrhea is briefly 
discussed. 


New Jersey Medical Society Journal, Trenton 


49:285-334 (July) 1952 


Immediate Care of Injured Thorax. A. R. Henderson.—p. 287, 

Cross-Eyed Child. R. D. Garley.—p. 295. 

Cardiac Emergencies. A. Bernstein.—p. 298. 

Butazolidin in Rheumatoid Disorders: Preliminary Report. C. H. Smith 
and H. G. Kunz.—p. 306. 

Sequelae of Head Injury. S. Brock.—p. 310. 

Diagnosis of Low Back Pain. J. J. Flanagan.—p. 317. 


New York State Journal of Medicine, New York 
52:1473-1598 (June 15) 1952 


Isonicotinic Acid Hydrazide and Its Derivatives in Tuberculosis: Evalua- 
tion of Side-Effects in Relation to Peripheral Circulation; Preliminary 
Report. M. M. Fisher, E. R. Mamlok, A. Tendlau and others.—p. 1519, 

——_ Therapy in Acne Vulgaris. R. D. Barnard and L. R. Orens, 
—p. 

Impotence Due to Methantheline Bromide. N. H. Schwartz and B. D. 
Robinson.—p. 1530. 

Evaluation of Problem of Surgery in the Aged. H. Gross, G. R. Gerst 
and A. S. Buchberg.—p. 1531. 

Carcinoma in Various Types of Goiter: Survival Following Treatment. 
J. Stubenbord and A. H. Noehren.—p. 1539. 

Bacillary Agglutination Reactions in Trichinosis. V. Tompkins and R. T. 
Rogers.—p. 1545. 

Multiple Primary Carcinomas in Bladder and Kidney. L. G. Goldberg 
and E. Khayat.—p. 1547. 


$2:1631-1704 (July 1) 1952 


Mode of Action of Antibiotics. P. H. Long.—p. 1637. 

Fundamental Concepts Relating to Pathogenesis of Cancer. C. P. Rhoads 
—p. 1640. 

Pathogenesis of Anemia as Basis for Rational Treatment. E. H. Reisner 
Jr.—p. 1645. 

Pleural Effusions: Study of Their Dynamics and Roentgenographic 
Shadows. J. Kaunitz.—p. 1649. 

Mental Deficiency of Hypopituitarism in Childhood. I. N. Kugelmass. 
—p. 1655. 

Sinusitis in Children and Infants. E. M. Freund.—p. 1660. 

Hypertension Among Seamen. H. Arenberg.—p. 1663. 

Use of Calcium O:ntment in Atopic Eczema (Generalized Neurodermati- 
tis): Preliminary Report. T. N. Graham.—p. 1667. 

Some Considerations in Therapy of Lymphomas and Allied Diseases. 
M. M. Black and F. D. Speer.—p. 1668. 

Fungicidal Action of Various Substances on Scalp Hairs Infected with 
Microsporum Audouini. S$. Monash.—p. 1672. 


Ohio State Medical Journal, Columbus 
48:585-696 (July) 1952 


Important Implications of Plus Three Error of Refraction. I. G. Clark. 
—p. 601. 

The Sweating Test in Sympathectomy. H. T. Zankel.—p. 603. 

Depressive Reactions as Cause of Chronic Invalidism. M. D. Friedman 
and E, E. Levitt.—p. 607. 

Treatment of Congestive Heart Failure with Cation Exchange Resins— 
Review of Literature and Report of Results in 30 Cases. J. J. Conn 
and R. W. Kissane.—p. 610. 

Benty] Hydrochloride in Treatment of Psychosomatic Disorders. M. F. 
Steves.—p. 615. 

Rupture of Spleen Due to Sarcoidosis. A. K. Phillips and A. A. Luchette. 
—p. 617. 

Thrombo-Angiitis Obliterans Treated with Cortisone: Report of Case. 
R. H. Jacques.—p. 620. 
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Pediatrics, Springfield, Ill. 

9:659-826 (June) 1952 

Maximum Breathing Capacity and Vital Capacity of Male Children and 
Adolescents. B, G. Ferris Jr., J. L. Whittenberger and J. R. Gallagher. 
—p. 659. 

*Adrenocortical Tumor Arising in Liver of Three Year Old Boy with Signs 
of Virilism and Cushing’s Syndrome: Report of Case with Cure After 
Partial Resection of Right Lobe of Liver. L. Wilkins and M. M. 
Ravitch.—p. 671. 

*Hereditary Sexual Precocity: Report of Family with 27 Affected Mem- 
bers. A. W. Jacobsen and M. T. Macklin.—p. 682. 

Congenital Absence of Spleen; Syndrome with Atrioventricularis and 
Situs Inversus: Case Reports and Review of Literature. D. W. Pol- 
hernus and W. B. Schafer.—p. 696. 

Orthodontic Probiems in Pediatric Practice. T, M. Graber.—p. 709. 

Agammaglobulinemia. O. C. Bruton.—p. 722. 

Idiopathic Hypoproteinemia: Report of Case of Transient Edema, De- 
pression Of Plasma Atbumin and Gamma Globulin and Eosinophilia. 
J. B. Wyngaarden, J. D. Crawford, H. R. Chamberlin and W. F. 
Lever.—p. 729. 

Studies of Immunology of Newborn Infant. I. Age and Antibody Pro- 
duction. J. J. Osborn, J. Dancis and J. F. Julia.—p. 736. 

Convulsions and Deafness Following Ingestion of DDT. R. E. Cunning- 
ham and F. S. Hill.—p. 745. 

Phagocytic and Ameboid Activities of Leukocytes in Newborn Infant. 
Y. Matoth.—p. 748. 

Oximeter Studies in Newborn Infants During Crying. K. J. Prec and 
D. E. Cassels.—p. 756. 

Obstruction of Duodenum in Newborn Infant Due to Annular Pancreas, 
D. J. Shapiro, F. J. Dzurik and E. W. Gerrish.—p. 764. 

Chronic Ulcerative Colitis: Case Report in Newborn Infant. S. L. Beran- 
baum and R. J. Waldron.—p. 773. 


Adrenocortical Tumor in the Liver of a Boy.—In the case re- 
ported a boy was believed to have the adrenogenital syndrome 
when he was first hospitalized at the age of 2 years and 9 months. 
An area of calcification on the roentgenogram was regarded as 
probably in a tumor of the right adrenal. On operation no right 
adrenal gland could be found but imbedded in the liver was a 
tumor mass 8 cm. wide in its largest diameter. It was believed 
that the mass was an adrenocortical tumor that had invaded the 
liver and was probably malignant. Since it would have been im- 
possible to remove it without resecting the right lobe of the 
liver, the incision was closed. During the next 11 months the 
boy remained in excellent health. At a second operation about a 
year after the first one, an enormous stony hard mass was found 
to occupy most of the right lobe of the liver and extended up 
from the region of the right kidney to the dome of the diaphragm. 
The medial border of the tumor, while fairly close to the region 
of the porta hepatis, did not involve the porta, and it seemed 
possible to p!ace a line of sutures medial to the tumor without 
compromising the circulation of the liver. Heavy silk mattress 
sutures were placed through and through the liver in pairs from 
front to back and the liver was gradually cut through between 
pairs of such sutures going through the full thickness of the 
right lobe of the liver, fairly close to the midline. When the 
liver was entirely cut through, it was found that there was no 
connection between the tumor and the vena cava. A large sheet 
of absorbable gelatin sponge (gelfoam®) was applied to the ex- 
tensive raw surface of the liver, and a Penrose drain was placed 
up into the subphrenic space. The child’s condition remained 
good throughout the two and one-half hour procedure but post- 
Operative progress was at first not entirely favorable. Treatment 
was directed toward maintaining satisfactory nutrition. Later the 
appetite improved, and finally his health became excellent. The 
child is developing normally two years after the operation. 
The authors feel that the occurrence of a virilizing tumor within 
the liver is unusual, In the early embryo the gut is suspended 
in the celom by the mesogastrium, a fold of the celomic lining. 
The foot of the mesogastrium lies along the adrenogenital ridge. 
At this early embryonic stage cells from the adrenogenital ridge 
could migrate along the mesogastrium toward the gut and be 
included in the developing anlage of the liver. 


Hereditary Sexual Precocity.—This paper describes a family in 
which precocious somatic and sexual development could be 
‘raced through several generations. Through the cooperation of 
a member of the family it was possible to obtain in writing a 
certain amount of information about each affected individual, 
and this is summarized. About some of the patients data could 
‘be obtained from physicians. Analysis of the pedigree revealed 
that the trait is not lethal, since most of the individuals live to 
maturity, The trait is rare, and in this family it involved only 
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males. The marriages between affected males and their wives 
were not consanguineous. The authors discuss possible modes 
of inheritance of the trait and conclude that the trait in this 
family depends on a sex-limited autosomal gene, showing a 
little less than complete penetrance (about 93%). It is trans- 
mitted by affected males, carrier females, and the genotypically 
affected but phenotypically normal males to about half their 
offspring, irrespective of whether the parent manifests the trait 
or not. It is passed on to half the females, who then may transmit 
it to their sons or to their daughters as carriers. In one instance 
it went through at least three generations of unaffected females 
to appear in an affected male. 


10:1-114 (July) 1952 


Metabolism of Bilirubin. V. A. Najjar.—p. 1. 

Subdural Hematoma, Complication of Operation for Hydrocephalus. 
F. M. Anderson.—p. 11. 

*Adrenogenital Syndrome in Male Child Due to Adrenocortical Tumor: 
Report of Case with Hemihypertrophy and Subsequent Development 
of Embryoma (Wilms’ Tumor). H. A. Riedel.—p. 19. 

Experimental Use of Methyl Testosterone and Testosterone in Premature 
Infants. H. A. Agerty and J. N. Seitchik.—p. 28. 

Vitamin A Deficiency: Case Report. Unusual Manifestations in a 5'%4 
Month Old Baby. D. Cornfeld and R. E. Cooke.—p. 33. 

Galactosemia: Report of Case with Autopsy. A. M. Edmonds, G. R. 
Hennigar and R. Crooks.—p. 40. 

Prognosis for Survival in Leukemias of Childhood: Review of Literature 
and Proposal of Simpie Method of Reporting Survival Data for These 
Diseases. H. Tivey.—p. 48. 


Adrenogenital Syndrome in Boy Due to Adrenocortical Tumor. 
—tThe case reported concerned a boy who was hospitalized at 
the age of 11 months because of progressive hirsutism and en- 
largement of genitalia. Development and appearance had been 
normal until 5 months of age, when excessive hair appeared on 
the face, shoulders, back, and extremities. During the following 
2 months the penis increased noticeably in size and hair ap- 
peared in pubic and anal regions. An ovoid mass, approximately 
3 cm. in diameter, firm and not readily movable, was palpated 
deep in the right upper abdominal quadrant. At operation a 
rounded tumor mass of the right adrenal was removed and 
found to be a benign adenoma. Hirsutism, advanced somatic 
and muscular development, deep voice and elevated urinary 
17-ketosteroids regressed following removal of the adrenocorti- 
cal adenoma. At eighteen months of age, an enlargement of the 
left arm and leg was noticed. Left-sided hemihypertrophy per- 
sisted, but was mild. At 4 years of age the boy walked with a 
limp and had to wear a larger shoe on the left foot. The left leg 
was about 1.2 cm. longer than the right; the difference in cir- 
cumference of thighs was 2.0 cm., and of the calves 1.5 cm. 
When the boy was 5% years of age, a routine examination dis- 
closed a large abdominal mass occupying most of the right upper 
quadrant. Surgical treatment revealed an embryoma, which was 
removed together with the right kidney. Metastases followed, 
and death occurred 15 months later. What relationship exists 
between the adrenocortical tumor and the subsequent develop- 
ment of the embryoma is a matter of conjecture. It may be only 
coincidental that both tumors occurred on the same side, but 
the derivation of the adrenal cortex in the developing embryo 
from a bud of mesodermal cells next to the mesonephros sug- 
gests the possibility of a common etiological factor. This case 
serves to emphasize the need for a guarded prognosis and alert 
observation even years after an uneventful course following 
removal of an adrenocortical tumor. 


Postgraduate Medicine, Minneapolis 
12:1-100 (July) 1952 


SYMPOSIUM ON DERMATOLOGY 


Physiologic Approach to Management of Itching. W. C. Lobitz Jr. and 
O. F. Jillson.—p. 2. 

Cortisone and Corticotropin in Treatment of Cutaneous Diseases. P. A. 
O’Leary.—p. 10. 

Management of Bacterial Infections of Skin. C. S. Livingood and J. F. 
Mullins.—p. 15. 

Superficial Fungous Infections. G. M. Lewis, J. W. Dougherty and 
E. M. Standish.—p. 27. 

Management of Acne Vulgaris. R. L. Day and N. P. Anderson.—p. 34. 

Allergic Dermatitis of Hands. R. L. Baer and J. S. Ludwig.—p. 41. 

Causes and Treatment of Urticaria. A. Rostenberg Jr. and H. E. Harris. 
—p. 52. 

Treatment of Benign Tumors of Skin. J. L. Callaway.—p. 59 
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Proc. Soc. Exper. Biol. & Med., Utica, N. Y. 


80:185-398 (June) 1952. Partial Index 

*Electron Microscopy of Leptospiral Strains. S. S. Breese Jr., W. S. 
Gochenour Jr. and R. H. Yager.—p. 185. 

Influence of Cortisone on Experimental Hypersensitivity and Circulating 
Antibody in Guinea Pig. F. G. Germuth Jr., B. Ottinger and J. Oyama. 
—p. 188. 

Growth of Newcastle Disease Virus in Embryonated Egg. L. E. Gordon, 
J. M. Birkeland and M. C. Dodd.—p. 205. 

Pharmacological Studies on Irradiated Animals: II. Effect of Cortisone 
on X-Ray Mortality of Mice. F. Ellinger.—p. 214. 

Soluble Specific Leptospiral Complement-Fixing Antigens. S. B. Ezell, 
W. G. Hoag, A. R. Warner and others.—p. 220. 

*Platelets: VII. Shortened “Platelet Survival Time” and Development of 
Platelet Agglutinins Following Multiple Platelet Transfusions. M. 
Stefanini, W. Dameshek and E. Adelson.—p. 230. 

*Direct Isolation of Histoplasma Capsulatum from Soil: Probable Etio- 
logical Relationship to Camp Gruber Pneumonitis. M. L. Furcolow 
and H. W. Larsh.—p. 246. 

Viability of Lansing Strain of Poliomyelitis Virus in Bat (Eptesicus 
Fuscus). R. L. Reagan, D. M. Schenck and A. L. Brueckner.—p. 257. 

Effects of Isonicotinic Acid Derivatives on Tubercle Bacilli. J. D. Aron- 
son, S. L. Ehrlich and W. Flagg.—p. 259. 

*Cultivation of Endamoeba Histolytica in Embryonic Fluids. E. H. Sadun, 
I. M. Krupp and M. G. Everritt.—p. 272. 

Effects of Desoxycorticosterone and Adrenocorticotrophic Hormone on 
Mercurial Diuresis. A. E. Farah.—p. 295. 


Electron Microscopy of Leptospiral Strains —The following 
strains of leptospirae were prepared for electron microscopy: 
Leptospira icterohemorrhagiae, L. autumnalis, L. bataviae, L. 
pomona, L. mitis, L. hyos, L. bovis, and L. canicola. Extremely 
short shadows indicated that the organisms were flattened by the 
drying process. The diameter of the filament was approxi- 
mately 0.1 «. Considerable variation in length was seen in all 
strains, ranging from 6 to 15 4, occasional specimens being too 
long to be included in a single microscope field. General mor- 
phological features were common to all strains, such as a spiral 
or corkscrew pattern. Shadowing revealed a fine filament en- 
twined about the main structure of the organisms, which often 
extended beyond one or both ends of the leptospirae. Shadow- 
ing with chromium precluded study of internal structure. No 
morphological differences were found between strains. 


Platelet Survival Following Multiple Platelet Transfusion.—The 
rate of platelet disappearance or platelet survival time was de- 
termined at regular intervals in four patients with hypoplastic 
or aplastic anemia receiving repeated transfusions of platelet- 
rich polycythemic blood or of isolated platelets as supportive 
therapy. As transfusions were repeated, in three of these pa- 
tients the survival time of platelets became progressively shorter 
and administration of platelets was less and less effective in 
controling bleeding. In one patient a platelet agglutinin was 
detected in the serum. The serum of 11 patients who had re- 
ceived multiple blood transfusions over a period of months was 
examined for platelet agglutinins. A low titer platelet agglutinin 
was detected in one case in which mild thrombocytopenia 
developed, and the platelet survival time was shortened. These 
findings suggest that the therapeutic effect of the administration 
of platelets may progressively decrease in patients receiving 
multiple platelet or blood transfusions. This may be due to the 
development of antiplatelet substances in the serum, at least in 
individual cases. 


Isolation of Histoplasma Capsulatum from Soil.—Both the 
direct and indirect isolations of Histoplasma capsulatum re- 
ported in this paper were made from soil collected from an 
abandoned storm cellar at Camp Gruber, Okla. This storm cel- 
lar was entered on March 17, 1944, by some 26 soldiers, all of 
whom subsequently had severe pneumonitis. Soil samples were 
collected on four different occasions from various locations in 
the interior of the storm cellar. The samples were stored in a 
room in which no cultures of H. capsulatum were maintained. 
The direct isolation was made from soil collected in February, 
1951. A modification of the Emmons’ flotation method was 
used. H. capsulatum was isolated from one of 9 mice inoculated 
with the June, 1950, soil, 2 of 14 mice inoculated with the 
February, 1951, soil, and one of 2 mice inoculated with the 
June, 1951, soil. In addition to the one direct isolation of H. 
capsulatum and three isolations following animal inoculation 
with the soil of the cellar in which the pneumonitis was con- 
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tracted, other evidence that the organism is etiologically relateg 
to the pneumonitis is available from follow-up of the soldiers 
involved in the epidemic. All of the 22 men tested who were 
involved in the 1944 pneumonitis epidemic reacted to histo. 
plasmin, while only 6 reacted to tuberculin, 3 to blastomycin 
and | to coccidioidin. Among eight control persons of the same 
organization who did not become ill, four reacted to histo. 
plasmin. Three of these gave a history of brief exposure jn 
the suspected storm cellar. 


Endamoeba Histolytica in Embryonic Fluids.—Experiment; 
are reported that indicate that Endamoeba histolytica tropho. 
zoites can be cultured successfully in embryonic fluids. Ampi- 
otic and allantoic fluids from 9 to 13-day-old chick embryos 
have given the most consistent results. While amebas grew jn 
aerobic as well as anaerobic environments, more dependable 
results were obtained under the latter condition. 


80:399-564 (July) 1952. Partial Index 
*Studies on Chick Embryo Adapted Rabies Virus: HI. Duration of Im. 
munity in Vaccinated Dogs. H. Koprowski and J. Black.—p. 410, 

Changes in Glucose Tolerance as Index of Improvement After Electro. 
eat M. D. Altschule, B. H. Parkhurst and M. G. Owens. 
—p. 

Simple and Sensitive Histochemical Method for Calcium. L. K. Dahl, 
—p. 474. 

Occurrence of Coxsackie Virus Complement Fixing Antibodies in Sera of 
Normal Monkeys. L. M. Kraft.—p. 498. 

Effect of Cobalt * Gamma Radiation on Susceptibility and Immunity to 
Trichinosis. R. D. Stoner and W. M. Hale.—p. 510. 

Studies on Passive Immunity in Poliomyelitis: V. Lansing Antibody 
Levels in Humans After Gamma Globulin Administration. W. Wood, 
E. M. Clark, J. B. J. McKendry and A. J. Rhodes.—p. 522. 

Spectrophotometric Studies on Mixtures of Purified Diphtheria! Toxin 
and Ferriprotoporphyrin IX. Il. H. Lepow.—p. 529. 

Blood-Clotting Studies on Dogs Internally Irradiated with Radio-Gold. 
J. H. Ferguson, G. A. Andrews and M. Brucer.—p. 541. 


Chick-Embryo-Adapted Rabies Virus for Immunization of Dogs. 
—An effective single injection method of canine vaccination 
against rabies was found in the recently developed chick embryo 
vaccine containing the living Flury strain of rabies. The authors 
found that immunity conferred by vaccination with living rabies 
virus, as exemplified by the Flury strain, lasts at least two years. 
These observations on the duration of immunity following live 
virus vaccination indicate the need for reconsidering regulations 
concerning rabies vaccination. 


Proc. Staff Meet., Mayo Clinic, Rochester, Minn. 
27:273-304 (July 16) 1952 


PROBLEMS IN HEMATOLOGY 
Problems in Management and Pathogenesis of Idiopathic Thrombo- 
cytopenic Purpura. D. G. Hanlon.—p. 273. 
Intravenous Use of Iron. A. B. Hagedorn.—p. 277. 
Aplastic Anemia Associated with Administration of Chloramphenicol. 
M. M. Hargraves, S. D. Mills and F. J. Heck.—p. 280. 
Current Concepts of Polycythemia. C. F. Stroebel.—p. 282. 
“Laboratory and Clinical Observations on New Antibiotic, Erythromycin 
(llotycin). F. R. Heilman, W. E. Herrell, W. E. Wellman and J. E. 
Geraci.—p. 285. 


Observations on Erythromycin (“Ilotycin”).—Heilman and as- 
sociates report laboratory and clinical studies with the new anti- 
biotic known as erythromycin (“ilotycin”), which is derived 
from Streptomyces erythreus. They found that it affects mainly 
the gram-positive bacteria, its spectrum of activity being simi- 
lar in many respects to that of penicillin. In addition, it is quite 
active against Hemophilus pertussis. It is highly active against 
Corynebacterium organisms, and it appears to be effective 
against the large viruses, against Diplococcus pneumoniae and 
the streptococci (with the possible exception of Streptococcus 
faecalis), and against Micrococcus pyogenes that are resistant 
to other antibiotics. There is both laboratory and clinical ev!- 
dence, however, that certain microbes may gradually become 
resistant to this antibiotic. After oral administration, erythro- 
mycin is fairly readily absorbed from the intestinal tract and 
diffuses generally throughout most of the tissues. In the presence 
of normal, or ‘nearly normal, hepatic function, erythromycin 
is concentrated in the liver and is readily excreted in the bile 
in a biologically active form. Large amounts of erythromycin 
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appear to be excreted in the urine. Erythromycin has a definite 
effect upon the bacterial flora of the intestinal tract, particularly 
Clostridium. The authors administer erythromycin by the oral 
route every six hours. For the average adult the recommended 
dose is 0.4 to 0.5 gm. every six hours. Larger doses are fre- 
quently associated with gastrointestinal irritation, which may be 
avoided by reducing the dose to 0.3 gm., the lowest dose that 
will give adequate serum levels. The results of clinical trials 
with erythromycin in a variety of infections are encouraging. 


Review of Gastroenterology, New York 
. 19:445-516 (June) 1952 


SYMPOSIUM ON CARCINOMA 


Indications for Conservative Rectal Resection. G. T. Pack.—p. 445. 
Radiology in Cancer of Digestive Tract. J. F. Sammet.—p. 454. 

Anatomy of Alimentary Tract. B. J. Anson.—p. 459. 

*Overlooked Cause of Mortality in Acute Appendicitis. E. F. Sciorsci. 
—p. 469. 

Sigmoidorectal Intussusception: Common Clinical Syndrome. E. Granet. 
—p. 478. 

Lack of Correlation Between Symptoms and Findings in Intestinal Ob- 
struction. H. Nathan and J. Mosely.—p. 483. 

Evaluation of Effect of New Isatin Compound on Colonic Motility Via 
Roentgenologic Study. A. X. Rossien.—p. 487. 


19:517-600 (July) 1952 


Surgical Lesions of Esophagus: Including Discussions of Esophagitis, 
“Spontaneous” (Acid-Peptic) Perforation of Esophagus, Dystonia (Car- 
diospasm), Paraesophageal Hernia, Varices and Cancer, Together with 
Remarks upon Surgical Management of Peptic Ulcer. O. H. Wangen- 
steen.—p. 525. 

Spontaneous Rupture of Esophagus. S. A. Mackler.—p. 550. 

Histochemistry of Gastrointestinal Tract. G. Gomori.—p. 555. 

Proctologic Principles. J. Gerendasy.—p. 561. 

Treatment of Gastrointestinal Complications with Resion, a Multiple 
Adsorbent, in Chronic Alcoholic Patients. M. D. Kissen, H. E. Yaskin 
and D. R. Morgan.—p. 576. 

Megacolon, Volvulus of Sigmoid, and Hepatodiaphragmatic Interposition 
of Colon (Chilaiditi’s Symptom). L. L. Frank.—p. 579. 


Overlooked Cause of Mortality in Acute Appendicitis.—Sciorsci 
feels that an overlooked cause of mortality in acute appendicitis 
is mechanical obstruction of the distal ileum by plastic adhesive 
deformities accompanying acute appendicitis complicated by 
varying degrees of peritoneal contamination, whether the appen- 
dix itself is ruptured or not. These obstructing deformities occur 
most frequently when the appendix enters the pelvis or lies 
medially among the coils of the ileum. The deforming adhesions 
occur commonly between the ileum, at a short distance from the 
ileocecal junction, and some points on the wall of the abdomen 
or pelvis at a lower level; or they may occur between a few 
inches of the terminal ileum and the medial wall of a long 
cecum; or occasionally they may occur at both points. The author 
believes that the few cases reported as cases of postoperative 
ileal obstruction complicating contaminated acute appendicitis 
were cases rather of concomitant ileal obstruction, i. e., the 
latter complication was already present and detectable at the 
time of appendectomy or other surgical intervention, and merely 
became more pronounced postoperatively. Many of these post- 
operative obstructions are misdiagnosed and mistreated as peri- 
tonitis, whereas postoperative observations, including abdominal 
auscultation, would differentiate them from peritonitis and 
paralytic ileus and they could be promptly and properly treated 
a intestinal obstructions. The separation of these deforming 
adhesions whenever present at the time of appendectomy is as 
indispensable as the appendectomy itself in saving life, although 
many surgeons and textbooks warn against separating such ad- 
hesions on the supposition that such procedure would result in 
spreading contamination and cause new adhesions. Observations 
on hundreds of cases convinced the author of the greater in- 
tidence of postoperative ileal obstructions in the cases in which 
the separation of obstructing adhesions of the ileum was not 
attempted, and conversely the much smaller incidence in those 
cases in which this maneuver was carried out at the time of 
appendectomy, 
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Rhode Island Medical Journal, Providence 


35:289-344 (June) 1952 


The Psychiatrist and the Public. C. Binger.—p. 305. 

Multiple Myeloma. J. Gailitis, L. E. Burns and A. Caputi.—p. 308. 

Diagnosis and Treatment of Early Carcinoma of Cervix. H. Ulfelder. 
—p. 310. 

Don’t Let It Get Under Your Skin—Some Observations of Psychosomatic 
Dermatology. W. B. Cohen.—p. 312. 


South Carolina Medical Assn. Journal, Florence 


48:175-206 (July) 1952 


Role - tied in Sodium, Potassium and Water Metabolism. L. C. Reid. 
—p. 

Severe Potassium Deficiency Complicating Paralytic Ueus. W. Seymour 
and C. W. Irvin Jr.—p. 178. 

Acute Idiopathic Pericarditis. A. I. Josey.—p. 180. 

Erythema Elevatum Diutinum: Case Report. J. van de Erve Jr., H. R. 
Pratt-Thomas and J. C. Hawk Jr.—p. 187. 


Southern Medical Journal, Birmingham, Ala. 


45:581-676 (July) 1952. Partial Index 


Early a of Flat-Headed Femur. J. H. Kite and G. O. French. 
—p. 581. 

*Experiences with Percutaneous Trans-Femoral Renal Arteriography. C. A. 
Hooks and O. H. Graves.—p. 587. 

Clinical Study of Balanced Anesthesia Mixture: Report of 10,000 Cases. 
S. M. Shane and H. Ashman.—p. 591. 

Pulmonary Infarction. J. S$. Chapman.—p. 597. 

Bizarre Form of Erythema Multiforme with Fatal Termination. R. Wyrick 
and P. O. Shackelford.—p. 602. 

Role of Vitamin Biz in Metabolism. B. F. Chow.—p. 604. 

Some Observations in Nummular Dermatitis. E. P. Cope.—p. 612. 

Problem of “‘Sore Throat” With Special Reference to Modern Therapy. 
A. R. Hollender.—p. 619. 

Method of Treatment of Symptoms of Conversion Hysteria. J A. Smith. 
—p. 625. 

Utilization of Ingested Iron in Disease. H. D. West, A. H. Jackson, 
R. R. Elfiott and others.—p. 629. 

Use of Banthine® in Ophthalmology. M. B. Raiford.—p. 633. 

Resin Control of Cirrhotic Ascites and Edema. G. McHardy, D. C. 
Browne, S. Ward and J. Bechtold.—p. 636. 

Choice of Treatment for Patient with Cancer. C. L. Martin.—p. 641. 

In Vivo Experiments with Carcinogenic Agents 1949-1950: Preliminary 
Report. J. R. Sampey.—p. 648. 

Observation on Various Modes of Treatment of Eclampsia. W. R. Cooke 
—p. 654. 

X-Ray Therapy in Management of Chronic Pelvic Inflammation. G. A. 
Williams and A. S. Velkoff.—p. 660. 

Physical Treatment of Fractures. E. M. Krusen Jr.—p. 663. 


Percutaneous Transfemoral Renal Arteriography.—According 
to Hooks and Graves significant abnormalities in the kidneys 
or in associated abdominal structures may be reflected in altera- 
tions of the pattern of their arterial blood supply. In the spring 
of 1951 they learned from Brown and Pierce a method of 
aortography that not only permits selective renal arteriography 
but also simplifies many other problems. Surgical exposure of 
the femoral artery is not required, nor must its wall be sutured. 
A special thin wall needle (12 or 14 gage) is used to puncture 
the femoral artery just below the inguinal ligament. The needle 
must be held almost vertically and its bevel directed to incise 
the arterial wall longitudinally. Thus, penetration of the heavy 
vessel wall is facilitated and bleeding minimized. Escape of 
blood is controlled by a special stopcock. The bevel of the needle 
is then rotated to face the flow of the blood stream, and its 
hub is depressed so that the needle is more directly in line with 
the artery to permit easy introduction of polyethylene tubing 
into the arterial system. When the cannulizing needle has been 
removed, dilute heparin solution is injected into the tubing. Thus 
it may be clamped and left for hours, if need be, until the diag- 
nostic study is completed. Following removal of the polyethylene 
tubing, firm manual pressure over the puncture site for five 
minutes effectively controls bleeding. As a further safeguard, 
moderate pressure is maintained for about 12 hours by a firm 
dressing. Based on experiences with 50 unselected patients in 
whom percutaneous femoral artery catheterization has been done 
for renal arteriography, it is the present opinion of the authors 
that the method is relatively easy, is apparently safe, and yields 
satisfactory results in most instances. It is more versatile than 
other methods and permits selective abdominal arteriography. 
Side-effects are inconsequential. Sodium acetrizoate (urokon 
sodium® 70%) and sodium iodomethamate (neo-iopax® 75%) 
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are apparently safe contrast mediums, although better detail is 
secured with acetrizoate. The authors believe that wider experi- 
ence with this procedure will stimulate the employment of renal 
arteriography as a urologic diagnostic adjunct. 


Surgery, Gynecology and Obstetrics, Chicago 
95:1-104 (July) 1952 


Further Observations on Total Body Water. I. Normal Values Through- 
out - Span. I. S. Edelman, H. B. Haley, P. R. Schloerb and others 
—p. 1. 

Capiilary Fragility and Menstruation. C. A. Salvatore.—p. 13. 

Treat~rent of Complete Unilateral Harelips. A. B. Le Mesurier.—p. 17. 

Advantages of Stab Wound Iliostomy. F. H. Lahey.—p. 29. 

Hemang omas: Treatment and Repa‘r of Defects: Report of Minimal 
Radiation Dosage and of Multiple Suture Procedure. J. B. Brown and 
M. P. Fryer.—p. 33. 

Posterolateral Approach in Surgical Management of Basilar Neck, 
Intertrochanteric and Subtrochanteric Fractures of Femur: Report of 
Its Use in 36 Acute Fractures. T. Horwitz.—p. 45. 

*Primary Carcinoma of Vagina. O. T. Messelt.—p. 51. 

Manaee~ent of Acute Cholecystitis. R. L. Mustard and H. R. Custer. 


—p. 59. 
Intralaryngeai Arytenoidectomy in Bilateral Abductor Vocal Cord 


Paralysis. W. C. Thornell.—p. 63. 

: Cervical and Intracranial Intra-Arter‘al Pressures with and Without 
Vascular Occlusion. L. Bakay and W. H. Sweet.—p. 67. 

*Lymphosarcoma of Small Intestine. J. W. Faulkner and M. B. Dockerty. 
—p. 76. 

Clinical and Pathological Study of Significance of Malignant Pyloric 
Obstruction on Postresection Prognosis. A. D. Anderson and M. B. 
Dockerty.—p. 85. 

Obstruction of Common Bile Duct. Viscosity Studies. M. W. Eisenstein, 
H. Necheles, G. Asrow and L. Walker.—p. 93. 

Gastric Carcinoma: Statistical Study Based on 344 Cases from 1938 
Through 1947. E. E. Jemerin and R. Colp.—p. 99. 

Preservation of Whole ACD Blood Collected, Stored, and Transfused in 
Plastic Equipment. T. Sack, J. G. Gibson and E. S. Buckley Jr. 


—p. 113. 


Primary Carcinoma of Vagina.—Messelt reports observations 
on 78 patients treated in the Norwegian Radium Hospital for 
primary vaginal carcinoma during the years 1932 to 1945. There 
were 73 cases of squamous cell carcinoma and 5 cases of adeno- 
carcinoma. Primary vagina! carcinoma comprised 2.6% of all 
cancers of the female genital organs treated in the Norwegian 
Hospital. The average age of the patients with vaginal carcin- 
oma was 56 years, and most were from 50 to 65 years old. 
Fifty-nine of the 78 patients had had children. Bleeding was 
present in 80% of cases. The duration of symptoms in more than 
half of the cases was three months or less. The duration of 
symptoms was approximately the same in those patients in whom 
the tumor was clinically “restricted” to the vagina as in the 
women with extension to adjacent regions and metastases to 
lymph nodes. In 65% of cases the tumor was localized to the 
posterior wall, and in 66 instances the upper third of the vagina 
was involved in the process. In 13 cases the inguinal lymph 
nodes were involved, although there were no clinical indications 
that the vulva was invaded. Therapy was individualized. The 
commonest forms of treatment were radium and x-ray therapy. 
No person was refused treatment. There was a five year cure 
rate of 22.7%. Age, site of tumor, and therapeutic methods 
are reviewed in detail for the patients who lived five years or 


longer. 


Lymphosarcoma of Small Intestine —Faulkner and Dockerty 
chose from the files of the Mayo Clinic 33 surgical cases of 
lymphosarcoma of the small intestine in which there was ade- 
quate microscopic and clinical evidence that the lesion was 
primary in the small intestine. The records were reviewed to 
determine the clinical and laboratory features of these cases. 
The patients had symptoms referable to the abdomen and sug- 
gestive of chronic obstruction of the bowel. Hematemesis, 
melena, or diarrhea was not seen frequently, and a history char- 
" acteristic of sprue was elicited in only two cases. Loss of weight 
was present in all but two cases and was significant in patients 

a who had had symptoms for more than two months. The pres- 
one ence of a mass was noted in 19 cases. Laboratory studies were 
i of no value. Roentgenologic examinations presented evidence 
of a lesion in 21 cases. Pathological studies showed that the 
growth was polypoid in 9 cases, aneurysmal in 12 cases, and 
ulcerative in 12 cases. Intussuseption was present in the majority 
of the polypoid forms and occurred particularly when the site 
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of origin was the ileum, as it was in two-thirds of the Cases 
In 16 cases the tumor was of the large round cell type, in || of 
the small round cell form, in 3 cases it was Hodgkin’s granu. 
loma, in 1 it was a giant follicular lymphoblastoma, and in the 
other 2 cases the tumor was of the mixed type. Examination 
of apparently uninvolved bowel wall beyond what appeared tg 
be the limits of sharply delineated tumor demonstrated extension 
for up to 2 cm. in 12 cases. There was nodal involvement in 
23 cases. Treatment consisted of efforts to resect widely and to 
remove node-bearing mesentery in continuity. Postoperative 
roentgen therapy was used in almost all cases. The operative 
mortality rate was 12%, with all but one of the operative deaths 
occurring in the earlier years of the study. Of 14 patients who 
survived operation done five or more years before the present 
study, only 3 survived for five or more years. The authors be. 
lieve that postoperative roentgen therapy should follow adequate 
surgical excision in every case. 


Tennessee State Medical Assn. Journal, Nashville 


45:263-300 (July) 1952 


The Outlook and Problems of Medicine. L. H. Bauer.—p. 263. 

Conservative Management of Low Back Syndrome. R. Brashear.—p. 267. 

Indications for Bone Marrow Examinations. M. L. Trumbull and 
A. Kelly.—p: 271. 


Texas Reports on Biology and Medicine, Galveston 
10:281-480 (No. 2) 1952. Partial Index 


Biliary Excretion of Gallium ™, Gold , and Haftnium ™* in Rat. J. W. 
Archdeacon, J. B. Nash and G. C. Wilson.—p. 281. 

Method for Radioautographic Localization of Isotopes in Tissues. H. W. 
Diserens and O. Hall.—p. 286. 

Neurotoxin of Shigella Dysenteriae: Statement of Problem and Review 
of Literature. F. B. Engley Jr.—p. 295. 

Alteration of Blood Picture by Secondary X-Radiation. D T. Henkel, 
R. E. Brame, R. B. Mefferd Jr. and J. B. Loefer.—p. 309. 

Role of Medicine in Care of Alcoholic. J. Hirsh.—p. 314. 

Possible Role of Cockroach in Dissemination of Poliomyelitis Virus. 
C. M. Hsiang, M. Pollard and D. W. Micks.—p. 329. 

Tissue Culture Studies on Human Skin. Ill. Some Cytological Features 
of Outgrowth of Epithelial Cells. T. C. Hsy.—p. 336. 

Muscle Temperatures in Rabbit Legs During Various Conditions of Cold 
Exposure and Rewarming. R. B. Lewis and E. Freytag.—p. 353. 

Medicine in Shakespeare. W J. Meek.—p. 372. 

*Clinical Effects of Sting of “Puss Caterpillar” (Megalopyge Opercularis 
S. & A.) on Man. D. W. Micks.—p. 399. 


Effects of Sting of “Puss Caterpillar.”—The larval stage of the 
moth Megalopyge cpercularis, also known as the “puss cater- 
pillar,” is distributed throughout the southern states and is known 
to cause dermatitis. In south Texas unusually large numbers of 
cases were reported during the years 1913 and 1920. During the 
months of October and November, 1951, in Galveston and adja- 
cent areas, “puss caterpillars” were again present in unusually 
large numbers, and 18 cases of stings in man were brought to the 
attention of the author. Eight of the 18 patients required emer- 
gency treatment, whereas the other 10 had relatively mild symp- 
toms that required no treatment. The hand or arm was the site 
of the sting in 10 of the patients, the foot or leg was involved in 
5, and the neck or face was stung in the remaining 3. There was 
no relationship between the site of the sting and the sequence of 
constiut:onal symptoms, but there was some degree of correla- 
tion between the severity of reaction and the size of the caterpillar 
and the amount of pressure on contact. This was evident in the 
four cases described in detail. An intense, burning pain at the 
site of the sting was immediately experienced, followed in a few 
minutes by erythema over an area of 3 cm. or less in diameter. 
In several of the patients, small white spots appeared in this area 
of inflammation. The most characteristic symptom was “shoot 
ing pains.” When the sting occurred on one of the limbs, the 
pain extended proximally from the area of the sting to the adja- 
cent axillary or inguinal region. Nausea, vomiting, and localized 
swelling occurred in several of the patients. Regional lymph 
nodes were palpable in eight of the patients examined. Most of 
the patients had a mild dermatitis, which lasted for 48 to 72 
hours after the sting, perhaps varying with the amount of venom 
incculated. The patient who stepped on a caterpillar had a small 
area of dermatitis that persisted for about a week, Treatmen! 
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consisted in oral administration of antihistamine and/or intra- 
yenous injection of a 10% calcium gluconate solution. Litera- 
ture reports and the cases reported here indicate that these moth 
jarvae are not only more numerous during certain years but 
also that the venom may vary in toxicity from one season to 
another. 


Texas State Journal of Medicine, Fort Worth 


48:3 13-444 (June) 1952 


Full Speed Whither? A. T. Stewart.—p. 316. 

The Doctor as a Citizen. T. C. Terrell._—p. 320. 

Key to Peace. A. L. Conrad.—p. 323. 

In Memoriam: Tribute to Deceased Physicians. G. A. Schenewerk. 
ang, 333. 

nate (Physician-Induced) Disease. C. E. Bosshardt.—p. 328. 

Treatment of Hypertension: Results with Hexamethonium Salts Ad- 
ministered Orally. I. Johnson, J. H. Moyer, L. C. Mills and S. I. 
Miller.—p. 331. 

Intrathoracic Goiter: Report of Case. E. A. Fitch, W. D. Seybold and 
M. P. Kelsey.—p. 334. 

Ruptured Tuberculous False Aneurysm of Abdominal Aorta: Report of 
Case with Resection of Aneurysm and Survival for Six Days. J. H. 
Herndon, J. Galt and D. J. Austin.—p. 336. 


U. S. Armed Forces Med. J., Washington, D. C. 


3:965-1118 (July) 1952. Partial Index 


Navy Experience with Oral Use of Penicillin as a Prophylaxis. R. W. 
Babione, L. E. Hedgecock and J. P. Ray.—p. 973. 

Psychiatric Casualties Evacuated From Korea. L. A. Schwartz and E. R. 
Inwood.—p. 991. 

Hypertension and Unilateral Renal Disease. J. E. Doherty and H. P. 
Smith.—p. 1005. 

Military Importance of Viral Hepatitis. W. P. Havens Jr.—p. 1013. 

*Acute Carbon Tetrachloride Poisoning. F. H. Harris.—p. 1023. 

Methyl Alcohol Poisoning. F. B. Bralliar.—p. 1029. 

Myotonia Atrophica. M. L. Samuels and J. C. Shrader.—p. 1037. 

Acute Anuric Uremia. (Lower Nephron Nephrosis). M. F. Moots. 
—p. 1041. 

Paes cha Dysostosis. A. Kaner, C. Bathrick and F. Eldridge. 
—p. 1045. 
Pace of Hemothorax, with Particular Reference to Use of Strepto- 
kinase and Streptodornase. J. M. Miller and P. H. Long.—p. 1061. 
Experiences with Gastric Resection for Peptic Ulcer. J. P. Cannon. 
—p. 1075. 

Activity Program for Open-Ward Neuropsychiatric Patients. P. F. Regan 
Ill, H. C. Reid and J. D. Medwed.—p. 1085. 

Brace for Broken Backs. R. W. Augustine, W. E. Landmesser Jr., M. V. 
Parker and others.—p. 1095. 

March Fracture. F. D. Threadgill and S. E. Hollingsworth.—p. 1099. 


Acute Carbon Tetrachloride Poisoning.—At the gunner’s mate 
school in Washington, D. C., a 50-gallon (189 liters) drum of 
carbon tetrachloride was opened and distributed in smaller con- 
tainers. It was used for cleaning guns in a 243 by 148 by 13 
to 23-foot building, with many of the windows closed. Seventy- 
eight men were directly or indirectly exposed for from 1 to 
16 hours to an unknown concentration of carbon tetrachloride 
fumes. Two days later men began to comp!ain of anorexia, 
nausea, and vomiting, and a few also had diarrhea. An epidemic 
of acute gastroenteritis was suspected, but a food source could 
not be found. Then a urinalysis on one of the men showed 
dark-brown urine with 4 plus albuminuria and a gunner’s mate 
dated the onset of his symptoms as Dec. 26 after cleaning guns. 
Carbon tetrachloride was thereby established as the etiological 
agent. Only 15 men became ill enough to seek medical aid. 
Eight of these 15 had to be admitted to the dispensary, and 6 
were later transferred to the hospital. Five of these six had 
clinical jaundice, and the other had complete anuria for about 
36 hours, beginning 24 hours after exposure. His blood urea 
nitrogen reached 209.5 mg. per 100 cc. 14 days after exposure. 
The blood urea nitrogen level of the remaining five was ele- 
vated. The six remained on the sick list for 54 days, the results 
of their liver and kidney function tests at the end of this period 
being normal. It is not immediately apparent why 15 men out 
of the 78 exposed to carbon tetrachloride fumes were poisoned 
and why 6 of these became ill enough to require hospitalization. 
Presumably none had active liver or kidney disease at the time 
of exposure. The most likely factors would be length and con- 
centration of exposure, but many of those who developed no 
symptoms were exposed for a similar length of time or longer. 
Another factor was the ingestion of alcoholic beverages the 
night before, and by some patients on the night of exposure. 
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Western J. Surg., Obst. & Gynecology, Portland, Ore. 


60:305-376 (July) 1952 


Pyometra: Associated with Benign Lesions of Cervix and Corpus. BE. 
Henriksen.—p. 305. 

Cyclodiathermy in Treatment of Glaucoma. H. G. Scheic.—p. 322. 

High Energy Phosphates in Muscles of Depressed and Fatigued Pa- 
tients. H. H. Dixon, R. D. Peterson, H. A. Dickel and others.—p. 327. 

*Prolapse of Vaginal Vault Following Hysterectomy. H. N. Shaw.—p. 331. 

Obscure Gastric Lesions. M. W. McDougal.—p. 341. 

The Pasadena Rh Testing Laboratory, 1947-1950. W. C. Rogers, A. G. 
Foord, L. G. Baldwin and J. P. Kieffer.—p. 345. ° 

Indications for Antibiotic Therapy in Obstetrics and Gynecology. H. D. 
Brainerd.—p. 353. 

Control of Fecal Odors with Chlorophyll Tablets. M. Joseph.—p. 363. 


Prolapse of Vaginal Vault Following Hysterectomy.—Prolapse 
of the vaginal vault occasionally occurs following either ab- 
dominal or vaginal hysterectomy. A new technique for correc- 
tion of this condition, using strips of abdominal fascia to 
support the vaginal vault, was described by Shaw four years 
ago. In this paper he describes 12 cases to illustrate the results 
of this method. If a prolapse of the vaginal vault has existed for 
any length of time, it will cause a cystocele and a rectocele, 
which must be corrected at the time of suspension. This was 
shown in two patients, neither of whom had borne children. 
Three out of 11 patients had enterocele. In one of these the 
enterocele was not diagnosed at the time of suspension and had 
to be repaired later. When an enterocele is repaired from below, 
the ends of the top suture may be left long, pushed up into the 
peritoneal cavity, and used to identify the apex of the vaginal 
vault, for the abdominal suspension. Two patients had hernias 
at the lower angle of the midline incision. As the flap is taken 
from the medial edge of the fascia, starting about 2 cm. above 
the symphysis, special care should be taken in suturing this 
lower angle. Shaw had used no. 24 cotton, but suggests that 
perhaps it might be better to use steel wire in elderly patients. 
This technique may be used also to correct prolapse of the 
vaginal vault, due to inherent weakness of tissue, in nulligravida 
women who have not undergone hysterectomy. Two of the cases 
described illustrate this use of the method. 


Yale Journal of Biolozy and Medicine, New Haven 


24:435-582 (June) 1952 


Study of Serum Proteins and Lipids with Aid of Quantity Ultracentrifuge: 
VII. Some Features of System of Lipoproteins Which Contain Phospho- 
lipid but No Free Cholesterol. R. H. Turner, J. R. Snavely, W. H. 
Goldwater and M. L. Randolph.—p. 450. 

Corticotropin and Cortisone in Diseases of Nervous System. H. H. 
Merritt.—p. 466. 

Experimental Production of Gynecomastia with Chorionic Gonadotropin. 
G. Klatskin and P. L. Munson.—p. 474. 

Relative Polycythemia—Polycythemia of Stress. J. H. Lawrence and 
N. I. Berlin.—p. 498. 

*Treatment of Hypertension: 15-Year Follow-Up. J. C. Leonard.—p. 506. 

Purpura Variolosa: Its Manifestations in Skin and Blood. J. W. Haviland. 
—p. 518. 

Action of Crystalline Trypsin and Soybean Trypsin Inhibitor on Clotting 
of Blood by Staphylocoagulase. M. Tager.—p. 525. 

Study of Cutaneous Reactions to Oidiomycin, Trichophytin, and Mumps 
Skin Test Antigens in Patients with Sarcoidosis. G. J. Friou.—p. 533. 

Effect of DOCA on Electrolyte Balance in Normal Man and Its Relation 
to Sodium Chloride Intake. A. S. Relman and W. B. Schwartz.—p. 540. 

Inhibition of Influenza Virus Multiplication by 2,5-Dimethylbenzimidazole. 
I. Tamm, K. Folkers and F. L. Horsfall Jr.—p. 559. 


Treatment of Hypertension: A Fifteen-Year Follow-Up.—Twelve 
patients who were treated for hypertension by subdiaphragmatic 
splanchnic resection between 1937 to 1940 have now been fol- 
lowed for up to 15 years. At the time of the first report about 
these patients in 1941, it was stated, “The surgical treatment of 
hypertension, by means of bilateral subdiaphragmat:c extraperi- 
toneal resection of the splanchnic nerves, celiac ganglion, and 
the upper three or four lumbar sympathetic ganglions, seems to 
give palliative results rather than effecting a cure.” The author 
reports on the follow-up of the survivors among the original 12 
patients and reports on 40 more patients who were treated sur- 
gically by the more extensive thoracolumbar sympathetic resec- 
tion between 1940 and 1947. He still maintains that the surgical 
therapy of hypertension does not offer a cure. 
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FOREIGN 


Acta Chirurgica Scandinavica, Stockholm 


103:81-164 (No. 2) 1952. Partial Index 
*Diagnosis and Treatment of Discharging Nipple in Absence of Palpable 
Tumor. P. Sandblom and F. O. Léfgren.—p. 81. 

Investigations Into Radiographically Demonstrable Halisteretic Bone 
Changes in Thromboangiitis Obliterans. E. Hasner and T. Tobiassen. 
—p. 93. 

Physiological Cutaneous Hyperalgesia Associated with Bladder-Distention 
Reflex. Contribution to Question of Physiology of Visceral Pain. 
J. Adams-Ray.—p. 100. 

Operative Treatment of Stress Incontinence. N. O. Ericsson.—p. 104. 

Plastic Repair of Common Bile Duct with Aid of Free Vein Graft. 
B. Olow.—p. 111. 

*Surgical Treatment in Six Cases of Hyperinsulinism. J. Hellstr6m.—p. 120. 


Nipple Discharge Without Palpable Tumor.—A discharge from 
the nipple of a nonlactating breast generally indicates disease, 
usually a benign papilloma; or, if the lesion is malignant, it is 
usually a papillary carcinoma. In the absence of a palpable 
tumor, a discharge from the nipple presents diagnostic and thera- 
peutic difficulties. While some practitioners have traced the 
source of a discharge by probing the discharging duct, Hicken 
and associates injected colloidal thorium dioxide (thorotrast®) 
into the terminal ducts of the nipple and located the lesion roent- 
genographically. This procedure known as mammography or 
preferably mastography, has been criticized because of the risk 
of untoward reactions attending the use of thorium dioxide, a 
disadvantage, which can, however, be avoided by the employment 
of a water-soluble contrast medium. It is also claimed that the 
pressure exerted by the contrast medium during injection may 
force carcinoma cells into the lymphatics. The authors feel that 
this objection may be overcome by injecting the contrast medium 
under gentle pressure and, when possible, by aspirating the con- 
tents of the discharging duct before the injection. In 1940 Losell 
recommended the injection of methylene blue into the diseased 
duct subsequent to the roentgenography in order to locate the 
lesion at operation. From 1939 to 1943 this method was applied 
in four cases at Serafimerlasarettet, Stockholm. Subsequently the 
method was improved and used in 24 cases, in 4 of which there 
was a palpable tumor. For the purpose of comparison, the 
authors describe 19 cases of nipple discharge without palpable 
tumor in which treatment was given before the introduction of 
the aforementioned methods. The authors show how Hicken’s 
mastography followed by the injection of methylene blue as sug- 
gested by Losell will locate the source of the discharge so that 
operation may be limited to a small local excision. Knowledge 
of the exact site of the causal lesion is also valuable to the pa- 
thologist, because the tumors may be so small that they are 
missed at microscopic examination of the operative specimen. 
The techniques of the roentgenologic examination and of the 
surgical procedure are described. Five cases are reported in de- 
tail to illustrate the method and to show its advantages. 


Surgical Treatment of Hyperinsulinism.—In most cases the cause 
of hyperinsulinism is a solitary, sometimes multilocular, ade- 
nomatous formation in the pancreatic islet tissue. The author 
reviews six cases of hyperinsulinism in which surgical procedures 
were done at a Stockholm hospital between 1944 and 1951. In 
five cases an adenoma was removed from the pancreas, and the 
head and tail of the pancreas were resected in all six cases. In 
the sixth case an adrenocortical adenoma was removed, but no 
insuloma was found. One patient died, and in one case a pan- 
creatic pseudocyst developed after the operation and was treated 
surgically. This latter patient had had no drainage following 
operation. Whipple's triad was present in every case before opera- 
tion, consisting of crises after fasting or exhaustion, hypogly- 
cemia during crises, and restitution to normal after administra- 
tion of glucose. Diurnal blood sugar curves and sugar tolerance 
tests gave variable results, which in some cases were diabetic in 
type. Coincidental diabetes and insuloma are a possible cause of 
this, but it is more likely that a “compensatory” insufficiency in 
the surrounding islet tissue results from the hyperfunctioning 
insuloma, as evidenced by the rise of the blood sugar curves fol- 
lowing the operation. The surviving patients are well and have 
no signs of hyperinsulinism. This is also true of the patient in 
whom parts of the pancreas were removed as well as an adreno- 
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cortical adenoma, although she requires an extra meal at bed 
time. It is possible that her hyperinsulinism was due to diffuse 
insular hyperplasia. The author stresses that patients in whom 
islet cell tumors are suspected should be operated on as soon as 
possible. The typical crises are pathognomonic, and, if they haye 
occurred, operation should not be postponed, even on the basis of 
sugar curves and tolerance tests. In most cases a tumor will be 
found and should be removed along with the adjoining pancre. 
atic tissue. Should no tumor be found, Aird’s operative approach 
(removal of head and tail of pancreas) should be employed. 


Actas Dermo-Sifiliograficas, Madrid 
43:471-582 (March) 1952. Partial Index 


*Immuno-Allergic Relations Between Tuberculosis and Leprosy. J. M. 
Fernandez.—p. 471. 

Contribution to Study of Chronic Porphyria. X. Vilanova and Pio) 
Aguadé.—p. 497. 

“Cellular Memory” in Darier’s Disease. C. Aguilera Maruri.—p. $28, 

Serum Proteins in Patients with Leprosy. A. Garcia Pérez.—p. 533. 


Immuno-Allergic Relations Between Tuberculosis and Leprosy, 
—lIt has been shown that BCG inoculation may produce re- 
sistance to leprosy. Positive lepromin reactions are known to oc- 
cur in spontaneous tuberculosis, and in 1939 Fernandez suc. 
ceeded in transforming a negative Mitsuda reaction into a positive 
one in 91.8% of 123 children by inoculating them intradermally 
with BCG. Similar results have since been obtained by oral ad- 
ministration of BCG. Further study is needed to determine 
whether the positive reaction to lepromin induced by BCG has 
the same value in indicating resistance as that produced spon- 
taneously. Pending the results of such studies, however, BCG 
should be used systematicaliy in persons with negative lepromin 
reactions living in areas where leprosy is endemic, since the vac- 
cine is not dangerous, and, if it proved effective, elimination of 
leprosy would be in sight. The effect of lepromin on tuberculin 
sensitivity is less clearly established. Attempts to produce sen- 
sitivity to tuberculin in healthy children resulted in Mantoux 
reactions that were positive in | case, negative in 8, and doubtful 
in 11. In another group of 15 children with positive reactions, 
the Mantoux reaction became negative in 9 following repeated 
injections of protein lepromin. Fernandez believes that lepromin 
may be successfully used to produce therapeutic desensitization 
in persons with tuberculin hypersensitivity. 


Arch. des Maladies de Appareil Digestif, Paris 
41:489-592 (May) 1952 


Partial Stenosis of Left Colon by Heterotopic Dysembryoma (Gastric 
Pouch with Callous Ulcer and Pancreatic Mass) Developed in Great 
Omentum. G. Dubourg, J. Dubarry and H. Léger.—p. 489. 

Research on Hypoglycemia of Gastrectomized Patients: Study of Vari- 
ations in Glycemia After Ingestion of Fats. H. and A. Monges 
C. Guigou and P. Bouillin.—p. 496. 

*New Technique of Reestablishing Continuity After Total Colectomy and 
Removal of Ampulla of Rectum. M. M. Champeau.—p. 504. 

Benign Ulcer of Esophagus Associated with Duodenal Ulcer: Its Rela- 
tions with Esophageal Dyskinesias. M. Brombart, Y. Laurent and 
J. Godart.—p. 511. 


Reestablishment of Continuity After Colectomy.—A new two- 
stage procedure of reestablishing continuity of the gastrointes- 
tinal tract after colectomy and removal of the ampulla of the 
rectum was employed in a woman operated on for hemorrhagic 
colorectitis. The first stage consisted of a right-sided ileostomy 
immediately above the ileocecal angle. The patient’s general con- 
dition improved strikingly, with an increase in weight. After sev- 
eral months, the second stage procedure was carried out; it 
consisted of an end-to-side anastomosis between the anal canal 
and a point on the ileum 50 to 70 cm. proximal to its free end. 
The free end was then anastamosed to the side of the ileum 
proximal to the anal anastamosis. Thus a blind loop of ileum 
was produced. Peritonization of the small pelvis was done, lea\- 
ing one-half of this cul-de-sac in the abdomen and the other half 
in the pelvis. The breach in the mesentery was closed. When 
the feces reach the level of the anal canal, the anal mucos@ 
warns the sphincter, which contracts. The _ intestinal fluid 
passes immediately in the ileal loop below and continues passing 
along it with peristalsis. The intestinal fluid then returns to the 
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ileal loop above, and may repeat its way many times. The results 
obtained by this technique in the author's patient are superior to 
those usually observed in patients with direct ileoanal anastomo- 
ses, During the night when she sleeps and during the day when 
her mind is occupied by work or some distraction, the patient re- 
mains continent for many hours. 


Brain, London 
75:109-272 (June) 1952 

Disturbances of Consciousness with Lesions of Brain-Stem and Dien- 
cephalon. H. Cairns.—p. 109. 

Return of Pain Sensibility in Full Thickness Skin Grafts. J. R. Napier. 
—p. 147. 

Factor of Symmetry in Perception of Two Simultaneous Cutaneous 
Stimuli. J. Jaffe and M. B. Bender.—p. 167. 

Diagnosis of Lesions of Spinal Cord in Association with ‘‘Osteoarthritic” 
Disease of Cervical Spine. J. D. Spillane and G. H. T. Lloyd.—p.177. 

Neurological Manifestations of Cervical Spondylosis. W. R. Brain, 
D. Northfield and M. Wiikinson.—p. 187. 

Critique of ““Suppression,”’ with Additional Observations in Cat. R. Druck- 
man.—p. 226. 

Functions of Orbital Gyri of Cats. W. R. Hess, K. Akert and D. A, 
McDonald.—p. 244. 

Casts of Ventricles of Brain. D. Woollam.—p. 259. 


British Journal of Venereal Diseases, London 
28:49-104 (June) 1952 


Pathogenesis of Jarisch-Herxheimer Reaction: Review of Clinical and 
Experimental Observations. A. Heyman, W. H. Sheldon and L. D. 
Evans.—p. 50. 

"Visceral Analgesia: Case of Masked Abdominal Catastrophe in Tabes 
Dorsalis. A. S. Grimble and G. W. Csonka.—p. 61. 

Treponemal Immobilization Test: Results of 1,006 Observations. P. Durel, 
A. Sausse and L. J. Borel.—p. 68. 

Newer Antibiotics in Treatment of Venereal Disease. R. C. V. Robinson. 
—p. 80. 

immense Group of Organisms and Their Significance in Genital 
Infection. D. G. F. Edwards. —p. 89. 

Dark-Ground Hlumination of Unstained Smears and Tissue Sections for 
Diagnosis of Treponema Pallidum. W. E. Coutts, E. Silva-Inzunza 
and G. Morales-Silva.—p. 97. 


Visceral Analgesia in Tabes Dorsalis.—Tabes dorsalis may mask 
serious visceral disease. In the case described, a man, aged 59, 
hada 10-year history of lightning pains, principally in the legs but 
also in the arms. Some unsteadiness of gait was noticed. The 
patient had had syphilis in 1918, when he had received 10 injec- 
tions of arsenicals and mercury but no further treatment. Now 
free aortic incompetence and congestive failure were discovered. 
There was some ascites, and the liver was enlarged. The response 
of the heart to rest, restriction of fluids and salt, mersalyl, and 
digitalis was satisfactory. Two injections of 0.2 gm. of bismuth 
were given followed by injection of 600,000 units of procaine 
penicillin in aluminum monostearate daily for 10 days. The pa- 
tient was discharged, but during the following year he had 
to be hospitalized twice more for congestive failure. A brief 
convulsion took place on the day before he died, but no localiz- 
ing central nervous system signs, beside those already present 


| because of tabes, followed the convulsion. The patient’s men- 


lality had been clear until the last few days, and his appetite had 
remained good. With the exception of abdominal discomfort at- 
tributed to the congestive failure, there was never any pain and 
00 vomiting or melena was noted. The abdomen was distended 
and tympanitic but not tender. Postmortem examination revealed 
‘yphilitic aortitis with atherosclerosis and aortic incompetence. 
A large chronic gastric ulcer was found; the ulcer had perfor- 
ated, and there was free turbid fluid in the peritoneal cavity. The 
perforation had occurred about three days before the autopsy. 
ltis believed that in this patient the true visceral pain pathway 
irom the stomach was interrupted by the syphilitic process, thus 
explaining the painless course of a large gastric ulcer. Had these 
been the only nerve fibers affected, however, pain via the somatic 
lerves would have emerged at the time of perforation and sub- 
‘equent peritonitis. One must therefore assume an interruption 
of somatic nerve paths for visceral pain. It is significant that the 
Whole trunk was insensitive to pin-prick and that the patient also 
had an insensitive bladder. Alvarez, in discussing splanchnic 
lérve section for the relief of abdominal pain, especially in gas- 
Yojejunal ulcers, gave warning of the danger of subsequent silent 
Perforation. Patients with tabes dorsalis, who have extensive bi- 
lateral sensory loss should be examined for visceral disease, since 
the progress of such a condition may be silent. 
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British Medical Journal, London 
1:1313-1366 (June 21) 1952 


Structural and Functional Adaptation in Renal Failure. R. Platt.—p. 1313. 
*Outbreak of Encephalitis, Possibly Due to Poliomyelitis Virus. A. M. 
Barrett, D. Gairdner and A. M. McFarlan.—p. 1317. 
Haemolytic Anaemia and Reticuloses. D. R. C. Willcox.—p. 1322. 
Unusual Features in a Fatal Case of Infectious Mononucleosis. S. Mar- 
shall and K. S. Millingen.—p. 1325. 


*“Dupuytren’s Contracture Treated with Vitamin E. H. J. Richards. 
—p. 1328. 


Undesirable Side-Effects From Decamethonium Iodine. S. M. Guerrier 
and J. C. Mason.—p. 1329, 


“Nilodin” in Treatment of Schistosoma Haematobium. M. A. Haseeb. 
—p. 1331. 


Self-Experiments with Succinylcholine Chloride: New Ultra-Short-Acting 
Muscle Relaxant. O. K. Mayrhofer.—p. 1332. 


Ultra-Short-Acting Relaxants. H. Richards and H. R. Youngman. 
—p. 1334. 


Encephalitis Possibly Due to Poliomyelitis Virus.—The out- 
break of encephalitis described in this report involved eight chil- 
dren less than 5 years of age. All except one lived in an isolated 
row of houses in a rural region; the remaining child, who was 
the first affected, lived two miles away. All eight cases occurred 
within four weeks. Somnolence, extrapyramidal rigidity and 
tremor, and spastic paralyses were the dominant features of the 
illnesses of most of the children, while flaccid paralyses were 
conspicuously absent. On clinical grounds the cases thus bore 
little resemblance to poliomyelitis, and this diagnosis was not 
considered until the poliomyelitis virus was found in the stools 
of two of the children. After histological study of the brain and 
spinal cord in the two fatal cases, the authors were unable to 
reach a conclusion on the etiology of the encephalitis. In com- 
paring the clinical, epidemiological, viral, and neurohistological 
findings in these cases with those of other known encephalitides, 
the authors conclude that this outbreak was either one of polio- 
myelitis with several unusual features or was an example of 
some hitherto undescribed type of encephalitis. They slightly 
favor the former view. 


Vitamin E in Dupuytren’s Contracture.—Of the 46 patients with 
Dupuytren’s contracture described in this paper, 24 had bilateral 
lesions, so that a total of 70 hands were involved. In 48 hands 
only the palmar fascia was thickened; in the others thickening of 
the fascia was associated with flexion deformity of one or more 
digits. Vitamin E was the only form of treatment employed in 
these patients. Tocopherol acetate (“ephynal’), in doses of 100 
mg. twice daily, was administered orally for a minimum period 
of three months. On this dosage no toxic effects were noted. 
All cases were followed up for at least three months and the 
majority for one year after discontinuation of the vitamin E. 
No improvement was noted in any of the patients. 


1:1367-1418 (June 28) 1952 


Infective Hepatitis: Problem of World Health. J. McNee.—p. 1367. 

Structural and Functional Adaptation in Renal Failure. R. Platt. 
—p. 1372, 

Sympathectomy for Raynaud’s Disease: Results of Ganglionectomy and 
Pre-Ganglionic Section Compared. J. B. Kinmonth and G. J. Hadfield. 
—p. 1377. 


*Septic Jaundice: Complication of Peritonitis Following Gastro-Intestinal 


Surgery. D. B. Irwin.—p. 1379. 
Vitamin K in Treatment of Acute Hepatitis. H. O. Mossberg.—p. 1382. 
Stress Incontinence: Preliminary Report on New Method of Treatment. 
G. G. Lennon.—p. 1384. 
Icterus Gravis and Cirrhosis of Liver. J. Gerrard.——p. 1385. 


*Effect of Liver Supplement on Growth of Children. J. Yudkin.—p. 1388. 


Tuberculosis Survey in Schoolchildren in Calder Valley. S. Keidan, 
J. Lyons, B. Mann and G. A. Wilthew.—p. 1390. 


Septic Jaundice.—The occurrence of jaundice following gastro- 
intestinal operations complicated by peritonitis is reported in two 
women and four men between the ages of 35 and 58. The de- 
scriptive term of septic jaundice is suggested for the condition. 
Four patients became jaundiced on the 4th and Sth postoperative 
days, one on the 9th day, and one on the 17th. The onset of jaun- 
dice, therefore, was early. It persisted until death, which occurred 
from four to seven days after the onset of jaundice in four pa- 
tients, or until the infection subsided, as in the remaining two 
patients who recovered. Signs of hepatic parenchymal failure 
were not observed. The thymol flocculation and turbidity tests 
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and the serum colloidal gold reaction gave consistently negative 
results, and the serum alkaline phosphatase levels were normal. 
Bacteriological investigations were made in only three patients, 
with negative results in one, while Staphylococcus aureus and 
Bacillus aerogenes were recovered from the others. The macro- 
scopic appearances of the liver at necropsy suggested only fatty 
change without any evidence of biliary obstruction or gallblad- 
der disease, or of liver abscess or pylephlebitis. Histological 
studies were done in two cases only, but the findings did not 
differ from those in two cases of fatal peritonitis of similar 
etiology in which there was no jaundice. Differential diagnosis 
and the possible factors affecting the liver in this condition are 
discussed. Severe peritoneal sepsis is thought to be the cause of 
the condition. 


Liver Supplement and Growth of Children.—Experiments on 
rats showed that growth was significantly increased when a 
powdered preparation of liver was added to a supposedly com- 
plete stock diet. A similar preparation made from beef liver was 
incorporated into chocolate bars with an orange flavor so that 
each bar of about two-thirds of an ounce (20 gm.) contained 2 
gm. of liver powder. At day nurseries, one bar a day was given 
to 32 apparently normal children, aged 2 years, and one bar of 
chocolate of the same size and flavor but of different shape and 
containing no liver was given to 28 control children. The average 
absences from the nurseries were almost the same for the two 
groups. From these data it can be calculated that the average 
consumption of liver powder by the children amounted to 1.2 
gm. daily for the 91 days (13 weeks) of the test. After 13 weeks 
the children taking the liver supplement gained on average about 
Y% inch (0.6 cm.) more in height and 10 oz. (285 gm.) more in 
weight than the control children. These gains were roughly 20% 
and 40% more than those of the control children. Reasons are 
given for the belief that the dietary factor responsible for the 
effect on growth is not vitamin Bu. 


Klinische Wochenschrift, Heidelberg 


30:481-528 (June 1) 1952. Partial Index 


Dysproteinemia After Cardiac Infarct. W. H. Hauss and J. Leist. 
—p. 481. 

Circulatory Dynamics, Coagulation Potential and Thrombosis. J. Jiirgens. 
—p. 483. 

Early Diagnosis of Periarteritis Nodosa. A. Dénhardt and H. J. Mies. 
—p. 492. 

Etiology and Therapy of Orthostatic Circulatory Disturbances. F. Parr. 
—p. 493. 

*Life Span of Transfused Normal Erythrocytes in Patients with Malignant 
Diseases of the Erythropoietic System. H. Béttner and B. Schlegel. 
—p. 498. 

*Effect of Alloxan in Patient with Tumor of Islands of Langerhans. 
H. Béttger, K. RGmer and R. Seitz.—p. 507. 


Life Span of Transfused Erythrocytes in Patients with Malignant 
Disease of Erythropoietic System.—The life span of transfused 
normal erythrocytes was determined in 28 patients with malig- 
nant disease of the blood-forming organs, such as chronic lym- 
phatic and chronic myeloid leukemia, acute leukemia, lympho- 
granulomatosis (Hodgkin’s disease), lymphosarcomatos‘s, and 
plasmocytoma. The life span of the erythrocytes was nearly 
always reduced. The type of disease seems to play no part in their 
length of survival, although reduction of the life span of erythro- 
cytes seems to depend on the severity of the disorder, which is 
also paralleled by the degree of anemia. In patients with the 
severest forms of anemia the transfused normal erythrocytes sur- 
vived for the shortest period. This throws new light on the patho- 
genesis of anemia in malignant diseases. These anemias are not 
so much the result of a reduction in the erythropoiesis as of 
greater breakdown of the erythrocytes. 


Effect of Alloxan on Islet Cell Tumor.—Alloxan (2,4,5,6-tetra- 
oxohexahydropyrimidine) was given to a patient who had an ade- 
noma of the islet cells of the pancreas but rejected surgical treat- 
ment. The patient was given in all 43.5 gm., which is equivalent 
to 637 mg. per kilogram of body weight. The doses were in- 
creased from 8 to 71 mg. per kilogram of body weight over 
a two month period. The drug was given intravenously. The 
attack frequency and the severity was not influenced by al- 
loxan. The patient died in one of the many comas resulting 
from hyperinsulinism. The histological structure of the pan- 
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creatic adenoma gave no indication that the alloxan had had , 


damaging effect. On the other hand, the islets showed consiq. 
erable destruction of the B cells and in some locations increas. 
in the A cells. Infiltrative processes consisting chiefly of eosino. 
philic leukocytes were found in the heart, liver, kidney, ang 
thyroid. These changes in the vital organs and the fact that the 
tumor proved resistant to alloxan militates against the use of 
this drug in treatment of islet cell tumors. Surgical removal re. 
mains the only effective treatment for such tumors, 
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21171-1218 (June 14) 1952 


Physiological Principles Underlying Treatment of High Diastolic Essep. 
tial Hypertension by Thiocyanates and Sympathectomy. L. Davis 
—p. 1171. 

Sealed Drainage of Wounds. M. D. Sheppard.—p. 1174. 

*Results of Treatment of Tuberculous Meningitis with Streptomycin, 
F. Robertson and D. Gairdner.—p. 1176. 

Hallux Valgus: Predisposing Anatomical Causes. R. H. Hardy and 
J. C. R. Clapham.—p. 1180. 

*Acute Sore Throat: Clinical Features, Aetiology, and Treatment. J. \. 
Bishop, A. S. Peden, T. A. J. Prankerd and R. H. Cawley.—p. 1183, 
Residual Paralysis After Poliomyelitis Following Recent Inoculation 

B. P. McCloskey.—p. 1187. 

Does Adrenaline Eosinopenia Reflect Pituitary-Adrenal Function in Man? 
R. M. Kark and R. C. Muehrcke.—p. 1189. 

Ipsilateral Representation in Cerebral Cortex: Its Significance in Rela. 
tion to Motor Function. P. Glees and J. Cole.—p. 1191. 

Insulin-Neutralising Activity of Gamma-Globulins Derived from Serum of 
Insulin-Resistant Patient. V. De Filippis and A. Iannaccone.—p. 119), 


Streptomycin in Tuberculous Meningitis—The 146 cases of 
tuberculous meningitis reviewed here were treated at five differ. 
ent hospitals in one city, but the responsibility for diagnosis, 
observation, and clinical records remained in the hands of the 
authors, and all the patients were supervised during the treatment 
and followed up afterward by these authors. All but five of the 
patients were treated with streptomycin alone. The daily intra- 
muscular dose of streptomycin was 2 gm. for adults, 1 gm. for 
children from 5 to 14 years, and 0.5 gm. for children under 5 
years. The dose was divided and given twice daily. Intrathecal 
therapy was given in doses of 0.1, 0.05, and 0.025 gm. in the 
above-mentioned age groups, respectively. Daily intrathecal in- 
jections were continued for one to three weeks, depending on the 
clinical condit:on, followed by injections on alternate days. Intra- 
muscular and intrathecal therapy is continued until the clinical 
condition is clearly improving, the patient is mentally alert and 
ambulatory, and the cerebrospinal fluid is showing improvement. 
Usually this requires three to six months. Intrathecal therapy 
is then stopped, but intramuscular therapy is continued. Lumbar 
puncture is done weekly. If the cerebrospinal fluid deteriorates, 
the lumbar puncture is repeated; and, if this deterioration is 
confirmed, intrathecal treatment is begun again on alternate 
days. Until the cerebrospinal fluid becomes normal, the outlook 
remains uncertain, and relapse is an ever-present danger. A 
few, usually early, cases show considerable clin‘cal improve- 
ment within 7 days of starting treatment, and by 14 to 21 days, 
they are sitting up, mentally alert and happy, cooperating well, 
afebrile and without neurological change, except perhaps diplo- 
pia. Such patients, of which there were seven in the group It 
viewed, usually recover after four to eight weeks. At the other 
extreme are the patients with decerebrate rigidity, in which 
fatality invariably results. There were 47 patients with this fatal 
form. In most cases the course fluctuates. Improvement rarely 
takes place in less than four months. After six or nine months 
some such patients begin to improve slowly, whereas others 
deteriorate and die. No matter how ill the patient becomes men 
tally or physically, or what the changes in the cerebrospinal 
fluid are, so long as the picture of decerebrate rigidity does n0! 
develop, there is always hope of recovery, even after a yc! 
Therefore treatment must not be given up in these cases. In the 
total of 146 cases, there were 69 survivors, most of whom ar 
free from meningitic symptoms. The results of pregnancy during 
or after tuberculous meningitis are cited in six cases. 


Acute Sore Throat.—In this paper the term “sore throat” meat’ 
an illness in which this is the predominant symptom, visible ™ 
flammation in the fauces and pharynx is the principal sign, and 
no other malady is detected. This excludes abortive forms of tht 
common cold, influenza, glandular fever and other blood dis- 
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eases, and the infectious fevers. The term “sore throat” is pre- 
ferred to “tonsillitis” because this implies the presence of organs 
that often have been removed, and to “pharyngitis” because this 
implies a restricted location. The primary object of this investi- 
cation was to test the efficacy of three schemes of treatment, and 
the cases investigated comprised 120 consecutive admissions to 
, military hospital. The patients were allotted to treatment 
croups in rotation of their admission. When an exceptionally 
severe case fell in the control group, the case was transferred to 
one of the other groups and the next case was placed in the con- 
trol group. The effect of this was to load the penicillin and the 
\ulfamethazine groups equally with more severe cases than would 
have occurred by chance, but the number of such cases was small. 
[he control group received no special treatment. The penicillin 
group received on each of four days an injection of procaine 
penicillin in oil, with 2% aluminum monostearate containing 
300,000 units of penicillin. The sulfamethazine group received 
in addition sulfamethazine in an initial dose of 2 gm. followed 
by | gm. every four hours to a total of 20 gm. Of the 120 cases 
udied, 3 were diagnosed as glandular fever and 2 as Vincent's 
angina. These are excluded from further consideration, leaving 
115 cases. Cultures from the throat swabs yielded beta hemolytic 
streptococci in 43% of the cases. Streptococcal infections were 
not so distinctive in their signs and symptoms that they could be 
recognized with certainty in the absence of bacteriological ex- 
amination. So far as treatment is concerned, a clinical classifica- 
tion according to severity is of more practical value than a bac- 
eriological one, but a throat swab must be taken if there is a 
history of rheumatic fever or a possibility of diphtheria. Mild 
cases respond to symptomatic treatment, but in severe cases peni- 
cillin shortens the illness. No benefit was apparent from the use 
of sulfamethazine, and its use is considered unjustifiable. 


1:1219-1266 (June 21) 1952 


Role of Surgery in Investigation and Treatment of Peripheral Facial 
Palsy. T. Cawthorne.—p. 1219. 

Response Of Megaloblastic Anaemia in Africans to Oral Crystalline 
Penicillin G. H. Foy, A. Kondi, A. Hargreaves and J. Lowry. 
—p. 1221. 

Succinylcholine (Succinoylcholine): Muscle-Relaxant of Short Action. 
J. G. Bourne, H. O. J. Collier and G. F. Somers.—p. 1225. 

Sensitivity to Succinylcholine in Relation to Serum-Cholinesterase. F. T. 
Evans, P. W. S. Gray, H. Lehmann and E. Silk.—p. 1229. 

Assessment of Cough-Suppressing Drugs. B. R. Hillis —p. 1230. 

*Acute Moniliasis of Urinary Tract. H. Taylor and J. A. Rundle.—p. 1236. 

*Moniliasis Pneumonia Following Aureomycin Therapy. F. W. Wolff. 
—p. 1236. 

Resuspension in Plasma of Human Red Blood-Cells Frozen in Glycerol. 
J. E. Lovelock.—p. 1238. 

Insulin Hypoglycaemia and Eosinophil-Count. F. M. Shattock and L. P. 
Micklem.—p. 1239. 


Moniliasis of Urinary Tract.—There is a growing suspicion that 
the use of antibiotics, while destroying pathogenic organisms, 
may promote the production of disease by saprophytic organ- 
isms. Infection by Candida albicans may well be induced in 
this way, and the case discussed in this paper seems to be an 
example of this undesirable effect of antibiotics. Urinary monili- 
asis developed in a 56-year-old woman while she was being 
treated with chloramphenicol (2.5 gm. daily for seven days). The 
cause of death seems to have been uremia, due partly to pyelo- 
nephritis and partly to blockage of the ureters with mycelium. 
Such blockage is suggested by the passage of large quantities of 
urine On two consecutive days in the middle of an otherwise 
progressive and fatal anuria. The authors know of no other 
condition in which anuria is temporarily interrupted in this way, 
and the observation may be a significant diagnostic sign. The 
urinary moniliasis in this case seems to have arisen as a com- 
plication of an acute generalized febrile illness that did not 
respond to sulfonamides, but improved at once when treated 
with chloramphenicol. It was during this therapy that the urinary 
‘ymptoms arose. There was no macroscopic evidence of monili- 
asis in any other part of the body. Probably the fungus entered 
through the lungs, but the evidence on this point is incomplete. 
Culture of the contents of the renal pelves obtained at necropsy 
revealed C. albicans and C. krusei. 


Moniliasis Pneumonia Following Aureomycin Therapy.—In the 
case described treatment of pneumonia with aureomycin and 
Streptomycin, to which the organisms in the sputum had been 
shown to be sensitive, led to a change of the bacterial flora re- 
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sponsible for the infection. Haemophilus influenzae and Neis- 
seria catarrhalis were superseded by Candida albicans and very 
serious clinical deterioration. Cessation of treatment with anti- 
biotics was followed by recovery. The author thinks that in 
treating chest infections with antibiotics, especially aureomycin, 
such undesirable effects might be avoided by giving the anti- 
biotic in short courses alternating with periods of rest to re- 
establish the normal balance of the flora of the upper respiratory 
tract. 


Medical Journal of Australia, Sydney 


1:657-688 (May 17) 1952 


Clinical Use of Dextran as Plasma Substitute. P. §. Hetzel.—p. 657. 

Intrahepatic Obstructive Jaundice. B. P. Billington.—p. 663. 

Schistosome Dermatitis in Australia. W. V. MacFarlane.—p. 669. 

L. E. Cells in Peripheral Blood, with Report of Case of Acute Dis- 
seminated Lupus Erythematosus. J. A. Bonnin.—p. 672. 


1:689-728 (May 24) 1952. Partial Index 


Some Diagnostic Problems of Scabies. R. A. Langley.—p. 702. 
Some Observations on Use of Hexamethonium Bromide in Treatment of 
Ambulant Hypertensives. Z. Freeman.—p. 704. 
Acute Duodenal Obstruction Due to Intramural Haematoma. D. L. Dey. 
—p. 708. 
1:729-764 (May 31) 1952. Partial Index 


Studies in Chronic Alcoholism. R. A. Joske and C. N. Turner.—p. 729. 
Liver Biopsy: Some Observations on Its Value in Diagnosis. T. H. 
Hurley.—p. 747. 


Minerva Medica, Turin 
43:821-844 (April 19) 1952. Partial Index 


*Topical Antibiotic Therapy of Localized Suppurative Processes. G. Donati. 
—p. 822. 

*Complications Secondary to Resection for Pulmonary Tuberculosis. 
G. Pisani.—p. 827. 


Penicillin in Localized Infections.—The use of penicillin in 
primary or secondary localized infection gives quick results, is 
not painful, and shortens the treatment period. This therapy is 
most successful when begun during the second phase of the 
infection; when applied earlier it seemed to arrest the infection 
but impaired the circulation of the infected area, diminished the 
defense powers of the organism, and almost caused the infection 
to become chronic. The author avoids cutting the infected area, 
maintains a closed cavity, and inserts a needle on a 20 cc. syringe 
in its center to aspirate pus. The cavity is washed with a 20% 
hypochlorite solution four or five times and, after injection of 
from 200,000 to 500,000 Oxford units of penicillin solution, the 
small opening is closed with cotton moistened in colloidon. This 
procedure gave good results in 32 patients with abscesses sec- 
ondary to injections and 4 with suppurative lymphadenitis. One 
aspiration was sufficient in 10 patients, and three were necessary 
in six patients only. After 24 to 48 hours, the pain and swelling 
had subsided, the infection was diminished, and temperature 
was normal. Most patients were able to return to work a few 
days later. The advantage of maintaining a closed cavity in local 
use of penicillin in suppurative infections is emphasized. 


Complications Following Resection for Pulmonary Tuberculo- 
sis—Complications secondary to resection for pulmonary tuber- 
culosis may be due to the operation, such as phlebothrombosis, 
hemorrhage, and compensating emphysema, or to the tubercu- 
losis, such as bilateral spread, empyema, bronchial fistulas, and 
rupture of sutured bronchi. The latter are discussed in this 
report. The bilateral lesions of bronchial origin may be acute 
or subacute. Late bilateral spread may develop from endog- 
enous or exogenous reinfection sometimes more than one 
year after the operation. When empyema develops, the prog- 
nosis is unfavorable because the condition can easily become 
chronic. Early thoracoplasty with removal of the pleura may still 
save these patients. Early bronchial fistulas usually appear two 
to three weeks after lobectomy and are followed by contralateral 
spread through the bronchi. The prognosis is favorable if 


early drainage, continuous aspiration, and antibiotic treatment 


are carried out. Late fistulas are often associated with empyema 
and spreading of the infection to the thoracic wall. Rupture of 
the bronchial suture may occur weeks after the operation and 
is a source of thoracic suppuration with unfavorable prognosis. 
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Resection gives best results in mild and limited forms of pul- 
monary tuberculosis such as tuberculomas and early spreading 
lesions. In severe and extensive lesions complications are more 
common after lobectomy because of technical operative diffi- 
culties, but they are severer after pneumonectomy because of 
the functional impairment due to loss of the lung. In each case 
the operation should be done that conserves the largest amount 
of healthy parenchyma. Some authors prefer pneumonectomy 
to lobectomy because of the easier spreading of tuberculosis 
to the same side. The proper time for the intervention, which 
is usually in the so-called “hilar silence” period when there 
is no pathological activity in the lymph nodes, is of great im- 
portance. Since these complications were definitely influenced 
by streptomycin and p-aminosalicylic acid, their use is sug- 
gested. Massive doses of p-aminosalicylic acid rather than 
small doses of streptomycin are indicated preoperatively, except 
during the week immediately preceding the operation, because 
p-aminosalicylic acid lowers the prothrombin level. 


43:893-916 (April 30) 1952 


“Resuscitation by Introduction of Blood into Carotid Artery in Cranial 
Direction: With Cinematographic Illustrations. A. M. Dogliotti, A. Cos- 
tantini, G. Dei Poli and L. Caldarola.—p. 893. 

Effects of Some Sympathomimetic Drugs and Acetylcholine on Arterioles. 
T. Posteli and G. C. Barbini.—p. 896. 


Blood Transfusion into Carotid Artery in Cranial Direction.— 
Most of the blood introduced into the carotid artery in the 
cranial direction immediately reaches the nervous centers of the 
brain. Cerebral circulation is restored and leads to reactivation 
of heart action and to resuscitation of the patient from a state of 
apparent death. The first successful experiment was made on an 
anesthetized dog whose left femoral artery was isolated to record 
the arterial pressure that at the beginning of the experiment was 
120 mm. Hg. The left common carotid artery was ligated and a 
large needle inserted. The pericardium was opened, and a nor- 
mally beating heart was exposed. Blood was taken from the right 
femoral artery and allowed to flow into a container with anti- 
coagulant fluid. The arterial and mean pressure fell gradually, 
and respiratory movements decreased. More than 500 cc. of 
blood had been taken when breathing and pulse stopped and 
arterial pressure was almost zero. As soon as the heart stopped 
beating and the dog gave no signs of life, blood from the con- 
tainer was injected slowly under great pressure into the carotid 
artery in the cranial direction. Suddenly there was indication 
that the heart had begun to beat again, and some spontaneous 
respiratory movements were perceptible. The respiratory move- 
ments were irregular, perhaps because the blood was oxygenated. 
After introduction of 100 cc. of blood, the arterial pressure was 
again normal (132 mm. Hg). The dog was resuscitated and re- 
acted normally. Intracarotid transfusions in human beings were 
successful in a 38-year-old woman operated on for extrauterine 
pregnancy and a 53-year-old man operated on for hyperne- 
phroma. Resuscitation was obtained also in an 11-year-old girl 
who was admitted in shock due to hemorrhage following a 
street accident. Intravenous transfusion of 700 cc. of blood ag- 
gravated her condition. Introduction of 120 cc. of blood into 
the carotid artery in the cranial direction brought about a lasting 
improvement. 


Miinchener medizinische Wochenschrift, Munich 
94:1297-1352 (June 27) 1952 


*Report on Action of Isonicotinic Acid Hydrazide on Skin Tuberculosis. 
O. Griitz.—p. 1297. 

Preliminary Report on Isonicotinic Acid Hydrazide on Basis of Experi- 
mental and Clinical Investigations. L. Heilmeyer, W. Schaich, G. Buch- 
egger and others.—p. 1303. 

*Experiences with Isonicotinic Acid Hydrazide in Tuberculosis. H. Tuczek 
and M. Saupe.—p. 1307. 

Practical Results of Statistical Investigations on Reliability of the Knaus- 
Ogino-Smulder Method of Birth Control (Particularly Prevention of 
Conception). G. Ockel.—p. 1314. 


Isonicotinic Acid Hydrazide in Skin Tuberculosis.—Griitz used 
isonicotinic acid hydrazide in 20 cases of skin tuberculosis. Most 
patients had lupus vulgaris, but some patients had tuberculosis 
verrucosa cutis, tuberculosis colliquativa, and papulonecrotic 
tuberculides. Isonicotinic acid hydrazide was given only to pa- 
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tients who had been treated to the limit of tolerance wiy, toderma 
amithiozone and vitamins and in whom relapses had reste, had kera 
after a temporary cure. Isonicotinic acid hydrazide is well toje,. were hig 
ated, as is indicated by absence of undesirable secondary effec, mide on 
studies on urine and blood, and the absence of disturbance, i The locé 
renal and hepatic functions. The favorable effect is proved when gi 
photographs taken before and after treatment with isonicotinic condition 
acid hydrazide. A longer period of observation will be required to peculiar 
determine whether the favorable effects will be more lasting than nicotinar 
those obtained with other drugs. particula 
anti 
Isonicotinic Acid Hydrazide in Tuberculosis.—In a sanatoriyy unite 
with over 1,000 tuberculous patients 200 with pulmonary tuber. peutic tr 
culosis and a number with extrapulmonary forms of tuberculosi, 
were treated with isonicotinic acid hydrazide for from & to |) 
weeks. Fever disappeared in 62 of 88 who had elevated tem. Presse | 
peratures before treatment was started. Decided improvemen; 
in appetite was noted in 148, and 124 gained weight, while on\ = 
9 lost weight. The quantity of sputum decreased in 120 of the wR 
patients. Of 90 patients whose sputum had been continuous\ Experime 
examined for tubercle bacilli, 22 continued to have tubercle Monke) 
bacilli in the sputum, but in 12 of these the number was de. Submaxill 
creased. In 30 patients the sputum was intermittently free from epee 
tubercle bacilli, and in 48 the sputum remained permanent) —_—, 
negative. The sedimentation rate remained unchanged in 84 at 
became normal in 108 of the patients. About 30% of the pa. L. Bert 
tients showed a decrease in erythrocytes after treatment with : 
isonicotinic acid hydrazide had been continued for some time. Multiple 
but the erythrocyte count became normal following treatmen —True F 
with vitamin B,2. Whereas new, lobar-pneumonic processes sub. cases, Inc 
sided in from four to six weeks, older lesions, which probab) parenchy 
had become caseated, and apparently inactive round foci were defining 
often transformed into cavities by liquefactive degeneration giving it 
Some existing cavities increased at first and their contents be- cysts ma! 
came more fluid before the cavity decreased in size. It proved and vary 
impossible to sterilize a cavity by intracavitary instillation. Some one cyst 
pleural empyemas and puncture fistulas and fistulas in osseous eadocystt 
lesions responded favorably to local application of a 2.5% solu- others; * 
tion. Six of 15 chronic fistulas closed completely and 2 became age 
smaller. There were no serious toxic effects, but there was « sage 
noticeable decrease in the resistance of the organisms to treal- conditi am 
ment with isonicotinic acid hydrazide after four or five weeks onan tat 
of treatment. The length of observation is inadequate for a final case repo 
evaluation of the drug, but the authors regard it as effective rectomy ; 
and a valuable addition to the therapeutic armamentarium of which wa 
tuberculosis. noted at | 
pital com 
Practitioner, London Ay 
168:551-652 (June) 1952. Partial Index out with 
Climate and Distribution of Disease. R. Passmore and G. W. Sutherland attached | 
—p. 555. adherent 
Climate as Therapeutic Agent. A. Abrahams.—p. 563. of the spl 
Body Temperature and Its Control. R. J. S. McDowall.—p. 570. which hai 
Deleterious Effects of Exposure to Tropical Environments. R. H. Mole 
—p. 574. cholestero 
Effects of Excessive Cold and Their Treatment. O. G. Edholm.—p. 583 was poor] 
Ideal Home: Optimum Living and Conditions in Temperate Climates condition, 
G. P. Crowden.—p. 593. ing from 
Frequency and Dysuria in the Female. H. G. Hanley.—p. 609. 
blood anc 
cholestero 
Praxis, Bern pulp of th 
41:457-476 (May 29) 1952 lem may ; 
Deviation of Complement with Coxsackie “A6” Antigen in Patients with epidermoi 
Poliomyelitis During Seasonal Epidemic. J. Wirth.—p. 457. dominal ¢ 
Suppurative Recurrences After Antrotomy with Instillation of Penicillit duction of 
into the Operative Cavity. kL. Falta.—p. 461. been estat 
Treatment of Thrombosis in Practice. M. Miiller.—p. 462. 
*Local Application of Nicotinamide. I. Dainow.—p. 464. Cells of M 
Nicotinamide Ointment Used in Pruriginous Dermatoses 44 and somet 
Hyperkeratoses.—An ointment containing 4% of pure nicotine truly path 
mide in a nonfatty, neutral excipient was used by the author!" The disco 
19 cases of pruriginous dermatosis and in 20 cases of hype dently duc 
keratosis. Of the 19 patients with pruriginous dermatosis, 2 had lsus and 
insect stings, 3 had urticarious reactions to intracutaneous '™ malignant 
jections of bee-poison, 3 had anal pruritus, 3 had pruritus vulvae, tions, and 
1 had pruritus senilis, 3 had lichen planus and 4 had neuro- ved wee 
on 


dermatitis. Of the 20 patients with hyperkeratosis, | had kera- 
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ioderma of the hands, 3 had keratotic eczema of the hands, 1 
had keratotic eczema of the foot, and 15 had tinea pedis. Results 
were highly satisfactory. When applied to the skin the nicotina- 
mide ointment exerted a rapid and pronounced effect on pruritus. 
The local action of the nicotinamide resembled that of the drug 
when given parenterally or orally. It also restored the normal 
condition of the skin of the patients with hyperkeratosis. This 
peculiar quality, which was not known before, distinguishes 
nicotinamide from most of the other antipruritic agents, and 
particularly from the synthetic antihistamine drugs. Because of 
its antipruritic, keratolytic, and keratoplastic properties, nico- 
tinamide should be of value in dermatological therapy. Thera- 
peutic trials on a larger scale may increase its indications. 


Presse Médicale, Paris 
60:903-932 (June 18) 1952. Partial Index 

X-Ray Diagnosis of Volvulus of Right Colon. H. Mondor, P. Porcher, 
C. Olivier and G.-C, Simon.—p. 901. 

Experimental Catatony and Cerebral Edema Caused by ACTH in 
Monkey. H. Baruk, Rougerie, Racine and Vallancieu.—p. 905. 
Submaxillary Lithiasis. M. Dechaume, M. Bonneau and J. Payen.—p. 908. 

Traumatic Spondylolistheses. A. Sicard and A. Leca.—p. 914. 

‘Multiple Epidermoid Cysts of Spleen Associated with Polycystic Disease 
of Kidney. A. Hector.—p. 925. 

‘Cells of Malignant Visceral Lupus Erythematosus (L. E. Phenomenon). 
L. Bertrand.—p. 929. 


Multiple Epidermoid Cysts of Spleen with Polycystic Kidney. 
—True polycystic disease of the spleen is rare, only about 10 
cases, including the author’s, having been reported. The splenic 
parenchyma is reduced to thin peripheral and intercystic bands 
defining the cysts, which are scattered throughout the spleen, 
giving it the appearance of a wasp’s nest. The contents of the 
cysts may be serous or hemorrhagic, opalescent or gelatinous, 
and vary not only from one spleen to another but even from 
one cyst to another in the same spleen. Equally variable is the 
endocystic lining, which is present in some cases and absent in 
others; it may be endothelial or epithelial. Clinical signs and 
symptoms are minimal, consisting chiefly of moderate enlarge- 
ment of the spleen, which may appear bosselated and hard, and 
a decrease in red blood cells. Coexistence of this polycystic 
condition of the spleen and polycystic disease of the kidney has 
never before been noted and has been denied by Fowler. In the 
case reported the patient, a woman aged 24, underwent neph- 
rectomy at the age of 8 for an enlarged, painful left kidney, 
which was found to be polycystic. Moderate splenomegaly was 
noted at operation. Sixteen years later she returned to the hos- 
pital complaining of pain in the left hypochondrium on walk- 
ing and standing. Examination showed the spleen to be greatly 
enlarged and hard, but not painful. Splenectomy was carried 
out without difficulty, although the spleen was completely 
attached to the diaphragm on its outer edge and was partially 
adherent to the stomach and colon. Pathological examination 
of the spleen showed numerous cysts of various sizes, most of 
which had an epidermoid lining. The cystic fluid was rich in 
cholesterol; pericystic fibrosis was extensive; and the splenic pulp 
was poorly vascularized. Symptoms attributable to the splenic 
condition, apart from enlargement of the spleen and pain result- 
ing from perisplenic adhesions, were hypercoagulability of the 
blood and a moderate decrease in red blood cells. The high 
cholesterol content of a liquid trapped in the sinuses of the white 
pulp of the fetal spleen before organization of the lacunar sys- 
lem may be a determining factor in the development of splenic 
epidermoid cysts. The various polycystic diseases of the ab- 
dominal organs may all be due to premature or excessive pro- 
duction of secretions before adequate means of evacuation have 
been established. 


Cells of Malignant Visceral Lupus Erythematosus.—The curious 
and sometimes huge lupus erythematosus cell can be considered 
ruly pathognomonic of acute disseminated lupus erythematosus. 
The discovery of these polynuclear anomalies, which are evi- 
dently due to a plasma factor found in acute lupus erythema- 
losus and in Libman-Sachis disease, justifies the use of the name 
malignant visceral lupus erythematosus for these visceral affec- 
lions, and provides a means of differentiation from other col- 
lagen diseases. Artificial production of lupus erythematosus cells 
inthe bone marrow of normal subjects by the addition of plasma 
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from a patient with lupus erythematosus subsequently revealed 
leukocyte clumping or rosette formations participated in by 
several polynuclears. Both lupus erythematosus cells and rosettes 
were later demonstrated in the blood of patients with lupus 
erythematosus by smears from the leukocyte layer of the con- 
centrated blood. The technique by which these phenomena are 
evidenced is very simple, but certain requirements must be met 
if it is to succeed. These are the use of an anticoagulant to 
facilitate the necessary contact between the plasma and the cells, 
sedimentation, incubation at a favorable temperature, and gentle 
centrifugation to produce increased density in the specimens. 
The lupus erythematosus cells appear in various forms, accord- 
ing to the extent of the spherical cytoplasmic inclusions, which 
may be indistinct and vaporous or clearly outlined; the displaced 
nucleus retains its shape when the inclusion is small, but when 
it is large the nucleus is not only displaced but distorted, re- 
sembling a festoon or a crescent. Occasionally, the homogeneous 
and amorphous cytoplasmic spheres are extracellular. Rosettes 
are formed by clumps of from 2 to 50 neutrophil polynuclears 
surrounding a more or less condensed mass of amorphous ma- 
terial as if to share in the process of phagocytosis. The exact 
relationship between the lupus erythematosus cells and the 
rosettes is not yet known, but they have been found coexisting 
in the same specimen. The plasma factor determining their 
appearance is found only in the gamma globulin fraction of the 
plasma proteins of a patient with malignant visceral lupus 
erythematosus. 


60:941-960 (June 21) 1952 


*Tuberculosis of Spleen with Pronounced Leukopenia and Febrile Anemia 
Cured by Streptomycin and Splenectomy. A. Ravina, R. Claisse, 
M. Pestel and others.—p. 941. 

Clinical Study of Involvement of Optic Nerve in Pregnancy. J. Caderas 
de Kerleau and R. Cazaban.—p. 943. 

Artificial Sleep in Psychiatry. A. Deschamps.—p. 944. 


Tuberculosis of Spleen.—Tuberculosis of the spleen is reported 
in a native of North Africa, aged 44, who had been working as 
a foundry man in France for five years. The patient had febrile 
splenomegaly associated with moderate anemia (3,330,000 red 
blood cells) and pronounced leukopenia (800 leukocytes per 
cubic millimeter). Negative findings were shown by splenic and 
sternal punctures. Roentgenologic examination of the lungs re- 
vealed diffuse shadows at the left base in the presence of large 
and small nodules, but sputum contained no tubercle bacilli. 
Therapeutic trials with quinine and terramycin proved ineffec- 
tive. Rise of temperature up to 104 F (40 C), the grave general 
condition of the patient, the roentgenologic observations, and the 
ineffectiveness of terramycin prompted a tentative diagnosis of 
acute tuberculosis. Treatment with streptomycin in doses of 2 
gm. daily and with p-aminosalicylic acid in doses of 15 gm. daily 
was instituted. Temperature dropped to 99.4 F (37.5 C) within 
10 days and was restored to normal after the administration of 
66 gm. of streptomycin, which then was discontinued as was 
administration of p-aminosalicylic acid. Symptomatic treatment, 
including administration of vitamin B.2, was given for three 
weeks. The general condition of the patient again became worse, 
and the temperature rose to 102.2 F (39 C). The temperature 
remained normal following a second course of 98 gm. of strepto- 
mycin and p-aminosalicylic acid. The patient gained 10 Ib. (4.5 
kg.) within a month, and administration of streptomycin and 
p-aminosalicylic acid was discontinued. Anemia and leukopenia 
persisted despite the improved general condition and administra- 
tion of liver extract, vitamin By, and pteroylglutamic acid (folic 
acid). Splenectomy was then performed. The spleen weighed 
568 gm. Its surface had numerous granulations or small tubercu- 
lomas, while the interior of the organ was packed with caseous 
nodules. The temperature remained normal, and the anemia and 
leukopenia subsided rapidly. A blood count made three months 
after the splenectomy revealed 4,300,000 red blood corpuscles 
and 5,200 leukocytes. Diagnosis of tuberculosis of the spleen 
may be difficult, as it was in the case reported. Even puncture of 
the spleen, which may frequently involve only healthy tissue, 
does not always establish the diagnosis. Inducing pronounced 
improvement of the tuberculous lesions and of the general con- 
dition, by use of streptomycin and p-aminosalicylic acid has 
made the prognosis of tuberculosis of the spleen much more fav- 
orable. Splenectomy performed under such favorable conditions 
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is no longer associated with the risk of postoperative dissemina- 


tion. The authors agree with other workers that splenic neutro- 
penia is a physiopathological syndrome that may be attributed 
to various causes. 


Progresso Medico, Naples 
8:257-288 (May 15) 1952 


Researches of Blood Cytochemistry: Polisaccharides Reactions Applied to 
Cytological Diagnosis of Acute Leukosis. E. Storti and S. Perugini. 
-—p. 257. 

*The Bolen Test in Malignant Neoplasms. L. Cerroni and C. Dont. 
—p. 260. 


Bolen Test for Malignant Neoplasm.—The Bolen test for malig- 
nant neoplasm is based on the microscopic pattern of the pa- 
tient’s blood. Blood patterns of healthy blood have a uniform 
background, with a definite fibrin network across it and few 
disseminated vacuoles. Blood patterns of patients with cancer 
have a broken fibrin network and large “lakes” between the red 
cells that are clinging together in a chaotic manner instead of 
being evenly distributed. The authors performed this test in 100 
healthy persons and in 30 persons with cancer (12 with cancer 
of the stomach, 4 cancer of the sigmoid flexure or rectum, 4 
of the uterus, 3 of the ovaries, 2 of the prostate gland, 2 lympho- 
sarcoma of the mediastinum, and 1 each lymphosarcoma of the 
neck, cardia, and liver). The finger or earlobe of the patients 
was pricked, and from 6 to 9 drops of blood, 5 to 7 mm. in 
diameter, were collected on a slide and allowed to dry. The 
microscopic blood pattern of the 100 healthy persons was nega- 
tive for cancer, the others were positive. The authors studied 
also the relationship between the erythrocyte sedimentation rate 
and the Bolen test, which was always positive in persons with 
an increased erythrocyte sedimentation rate. Should this test 
be positive also in a patient with cancer whose erythrocyte 
sedimentation is normal, its diagnostic value will be greatly 
increased. 


Revista Brasileira de Tuberculose, Rio de Janeiro 
20:79-162 (March-April) 1952. Partial Index 


Comparison of Tuberculosis Mortality Rates in Brazilian Capitals in the 
Last Two Decades. M. J. Pereira Filho, A. R. de Albuquerque and 
B. de Almeida Rodrigues.—p. 81. 

Fitness for Work of Persons with Minimal Shadows. J. Feldman and 
J. U. Adjucto Campos.—p. 97. 

“Treatment of Tuberculosis in Patients with Leprosy. Mortality from Pul- 
monary Tuberculosis in Curupaiti. Mortality, Morbidity, and Prop- 
phylaxis of Tuberculosis in Patients with Leprosy. S. de Oliveira Lima. 
—p. 105. 


Treatment of Tuberculosis in Patients with Leprosy.—The ad- 
vance in the treatment of leprosy (Hansen’s disease) coinciding 
with the coming of the sulfones naturally resulted in increased 
opportunities for treating tuberculosis in patients with leprosy. 
It was necessary at first to interrupt sulfone treatment in pa- 
tients with active pulmonary tuberculous lesions, because such 
lesions are aggravated by the sulfones in almost every case. 
Cavitary lesions progressed, and dissemination to other areas 
of the same lung or to the opposite lung frequently occurred: 
exudative lesions also progressed rapidly. The appearance of 
thiosemicarbazone provided a satisfactory means of treating 
the combined conditions simultaneously. Patients with tubercles 
as well as nasal mucosa and skin lesions positive for Hansen’s 
bacillus became negative for Hansen’s bacillus in little more 
than four months of intensive treatment with thiosemicarbazone. 
At the same time their pulmonary tuberculous lesions improved 
or regressed. Severe leprotic reactions characterized by fever, 
pain in the joints, and cubital neuritis, with marked erythema 
nodosum, can be successfully overcome with penicillin. Strep- 
tomycin is particularly effective in the ocular, nasal, and rhino- 
laryngeal complications of leprosy, and produces a marked 
improvement in the patient’s general condition. Its continued 
administration has proved advantageous even when tests for 
streptomycin resistance have been positive, possibly because 
leprous lesions and tuberculous lesions coexist in the lungs of 
25% of the patients with both tuberculosis and leprosy. Use 
of streptomycin combined with collapse therapy not only im- 
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proves the patient's general condition but has a beneficia! effect 
on local exudative lesions. The low toxicity of p-aminosalicylic 
acid and the fact that it is usually well tolerated make it a usefy 
adjunct in the treatment of combined leprosy and tuberculosis 


Schweizerische medizinische Wochenschrift, Basel 


82:653-676 (June 21) 1952 


Man and Techniques in Present Day Medicine. M. Boss.—p. 653. 

Treatment of Diverticular Sigmoiditis. K. Lenggenhager.—p. 657. 

Behavior of Tissue Iron in Unexplained Fatalities. B. Jasinski.—p, 659 

Differential Diagnosis and Therapy of Hypercalciuria and Nephrolithiasic 
E. Sommer.—p. 661. 

*Effect of p-Aminosalicylic Acid in Laryngeal, Bronchial, and Intestina) 
Complications of Pulmonary Tuberculosis. R. de Beule.—p. 666. 


p-Aminosalicylic Acid in Complications of Tuberculosis, 
p-Aminosalicylic acid alone, with streptomycin or thiosemi- 
carbazone, or incorporated in an aerosol was given to patient: 
with laryngeal, bronchial, and intestinal tuberculosis secondar 
to pulmonary tuberculosis. A woman, aged 30, and a man, aged 
22, with tuberculous laryngitis were cured with streptomycin and 
p-aminosalicylic acid. Total doses were 40 gm. of streptomycin 
and thereafter 360 gm. of p-aminosalicylic acid, and 90 gm. oj 
streptomycin and 1,470 gm. of p-aminosalicylic acid, respectively 
Four patients with secondary bronchial tuberculosis were giver 
at first streptomycin intramuscularly or incorporated in apn 
aerosol and p-aminosalicylic acid and thiosemicarbazone orally. 
Results varied, but the patients were cured with p-aminosalicylic 
acid incorporated in an aerosol and combined or not with thio- 
semicarbazone. The sputum became negative in two patients, 
cough and expectoration disappeared in all, and there was a pro- 
nounced improvement in general condition. A 23-year-old 
woman with intestinal tuberculosis in extremely poor geners! 
condition and whose roentgenograms revealed a large right para- 
hilar cavity and almost complete intestinal obstruction was also 
treated. A daily dose of 1 gm. of streptomycin for 50 days im: 
proved both her general condition and the roentgenograms oi 
the digestive tract. After administration of 1,151 gm. of p-amino- 
salicylic acid in tablets, the patient left the sanatorium cured 
Improvement was surprising in that all symptoms disappeared: 
roentgenograms revealed a normal intestinal tract and improved 
condition of the lung where the shadow of the right parahilar 
cavity had disappeared; cough and expectoration disappeared in 
three months. The erythrocyte sedimentation rate became nor- 
mal in five months, the sputum became negative, and improve- 
ment in appetite was associated with improvement in gener! 
condition and weight gains. A local action of the drug and « 
greater concentration in the intestinal mucous membrane rather 
than in the lung is suggested. The use of streptomycin and thio- 
semicarbazone in treatment of these tuberculous complication: 
is limited because Myco. tuberculosis becomes resistant to strep- 
tomycin, and because thiosemicarbazone in large doses is toxic 
p-Aminosalicylic acid is better tolerated and should be given 
orally or incorporated in an aerosol for laryngeal and bronchia! 
secondary tuberculosis, while for intestinal tuberculosis it is best 
given orally. 


Ugeskrift for Laeger, Copenhagen 


114:627-662 (May 15) 1952 
Effect of General Carbon-Arc Light Therapy on Development of !™- 
munity. P. Q. Edwards, K. E. Foght-Nielson, K. G. Hansen and others 
—p. 627. 
*Preventricular Bifrontal Leukotomy: Clinical Lecture in Psychiatr) 
V. Lunn.—p. 636. 


Preventricular Bifrontal Leukotomy.—In connection with the 
demonstration of two cases described in full Lunn discusses the 
results attained by preventricular bifrontal leukotomy. He stales 
that clinical experiences have now established the undoubted 
symptomatic effect of the intervention in a number of gravel) 
incapacitating mental disorders in which all other therapy !s U" 
successful. In considering the indication for operation in the 
individual case it must be borne in mind that the operation !™ 
poses a permanent change in personality, and leukotomy should 
be a last resort. 
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BOOK REVIEWS 


Cowdry’s Problems of Ageing: Biological and Medical Aspects. Edited 
by Albert I. Lansing, Ph.D. Third edition. Cloth. $15. Pp. 1061, with 
illustrations. Williams & Wilkins Company, Mount Royal and Guilford 
Aves.. Baltimore 2, 1952. 


This edition, now edited by Albert I. Lansing, associate pro- 
fessor of anatomy of Washington University School of Medi- 
cine, retains the position of earlier editions as the most important 
single volume on the subject. Indeed it is one of the outstanding 
books in the entire field of medical science. It presents essen- 
tially a progress report by 48 outstanding authorities on what has 
transpired in gerontology in the decade since 1942, when the 
previous edition was prepared. The influence and high standards 
of the previous editor, Dr. Edmund V. Cowdry, are still evident. 
It is gratifying to find him again the author of the two chapters 
on aging of tissue fluids and aging of individual cells. But miss- 
ing from the latest edition are the names of such once stalwart 
figures in the field as Edgar Allen, Lewellys F. Barker, Walter 
g. Cannon, Alfred E. Cohn, Herbert S. Jennings, Edward B. 
Krumbhaar, and T. Wingate Todd. Their absence is silent testi- 
mony to the importance of the subject to which they contributed 
so eloquently. But other figures have arisen to take their places. 
Among these are Paul D. White, Howard A. Rusk, R. J. Havig- 
hurst, William B. Kountz, Carl V. Moore, and J. Murray Steele. 

In keeping with changing ideas of the relative importance of 
several subjects and the different emphasis of present-day re- 
search, the organization of the third edition has been radically 
altered. In the previous edition, four chapters were devoted to 
aging in the lower forms of life: plants, protozoa, invertebrates, 
insects, and vertebrates, and the remaining chapters were loosely 
knit together to cover the general subject. The present edition 
is divided into three main sections: Biological and Cellular Prob- 
lems of Aging, Clinical and Organic Problems of Aging, and 
Social and Economic Problems of Aging, and the continuity of 
all the chapters is better. The progress of that area of science 
devoted to the biological welfare and preservation of living 
things has given unprecedented emphasis to the importance of the 
problems of aging. No one can profess to be a student of the 
general subject without some acquaintance with this volume. 


Standard Values in Blood being the First Part of a Handbook of Bio- 
logical Data. Edited by Errett C. Albritton, A.B., M.D., Fry Professor of 
Physiology, The George Washington University, Washington, D. C. Pre- 
pared under direction of Committee on Handbook of Biological Data. 
American Institute of Biological Sciences, National Research Council. AF 
Technical Report no. 6039. Paper. Pp. 199, with illustrations. United States 
Air Force, Wright Air Development Center, Wright-Patterson Air Force 
Base, Dayton, Ohio, 1951. 


This book contains 101 tables of hematological data from 
human and other vertebrate subjects: measurements of physical 
properties, determinations of chemical constituents, and counts 
of the cellular components. The tables are remarkable for their 
exhaustiveness, for the critical manner in which the data have 
been treated, and for the logical, illuminating form in which 
they are presented. With the volumes that are intended to fol- 
low, this book should form a worthy successor to the classic 
“Daten und Tabellen fiir Mediziner” of Vierordt. 

Tables 8 to 12 and 56 to 58, respectively, visualize the present 
status of two problems with which hematologists have been agree- 
ably occupied for decades, namely, theories of coagulation and 
of hematopoiesis. Confusion still reigns, but the authors of this 
book deserve great credit for the effort that has been made to 
give authentic and perspicuous accounts of the situation. The 
numerous references on which this book is based are assembled 
in 44 pages near the end, and there is a good index. This book 
will be essential for reference in every laboratory where medi- 
cal research is being done. 


The reviews here published have been prepared by competent authorities 


me do not represent the opinions of any official bodies unless specifically 
Stated. 


Histopathological Technic Including a Discussion of Botanical Micro- 
technic. By Aram A. Krajian, Sc.D., and R. B. H. Gradwohl, M.D., 
Pathologist to Christian Hospital, St. Louis. Second edition. Cloth. $6.75. 
Pp. 362, with 138 illustrations. C. V. Mosby Company, 3207 Washington 
Blvd., St. Louis 3, 1952. 


This technical manual is the second edition of a practical book 
devoted to histological technique. In general, the practical aspects 
are emphasized in favor of theoretical considerations. Many use- 
ful hints, but few references, are given. Pitfalls are well pointed 
out on the basis of the experience of practitioners of the labora- 
tory. All methods or modifications have been tried out, and 
original methods, not given anywhere else, are frequently pre- 
sented. There is a large number of illustrations, many of them 
useful in illustrating the results of staining. Some are possibly 
superfluous, such as the illustrations of standard equipment, 
found readily in any catalogue. The frozen section methods re- 
ceive much emphasis. The autotechnicon technique is described 
in detail. Some methods of exfoliative cytology find a good dis- 
cussion. A valuable chapter deals with the use of the microtome. 
The body of the book contains all the standard information, 
and often several methods are listed. Special chapters deal with 
botanical, neuropathological, and museum techniques. The dic- 
tion is clear, and the book can be recommended for laboratory 
technicians and also for pathologists as a valuable supplement 
to the larger standard books. 


Spezielle klinisch-chemische Methoden. Von Dr. Phil. et Med. I. Abelin, 
ordentlicher Professor fiir medizinische Chemie und Direktor des medi- 
zinisch-chemischen Institutes der Universitat Bern. Paper. 16.90 francs. Pp. 
311. Hans Huber, Marktgasse 9, Bern 16; [sole distributors for U. S. A. 
and Canada: Grune & Stratton, Inc., 381 Fourth Ave., New York 16], 
1952. 


Modern medical advances necessitate the application of many 
specialized procedures in diagnosis in addition to the usual 
routine analysis carried out in chemical laboratories. In this 
volume, Dr. Abelin, a noted Swiss investigator, discusses all the 
special chemical procedures that have been devised in recent 
years. Specific directions, with brief critical comments on the 
determination of steroid hormones, 17-ketosteroids, gluco-corti- 
coids, antidiuretic hormone of the pituitary, histamine, trace 
elements (arsenic, lead, iron, iodine, silicon, copper, mercury, 
and zinc), proteins, creatine, galactose, inulin, fructose, 3-carbon 
acids, alcohol, porphyrins, phosphatases, carbon monoxide, 
p-aminosalicylic acid, thiocyanate, bishydroxycoumarin (di- 
cumarol®), and chloramphenicol (chloromycetin®) in blood, 
urine, and other body fluids, are discussed. The procedures are 
described lucidly in easily read German. The selection has been 
adopted from the best available methods as described in the 
world literature, and all procedures are up-to-date. The collec- 
tion is unique and will be valuable to all clinical laboratory and 
research workers who are called on to use these procedures in 
their work. 


Vitamins and Hormones: Advances in Research and Applications. 
Volume IX. Edited by Robert S. Harris, Professor of Biochemistry of 
Nutrition, Massachusetts Institute of Technology, Cambridge, and Kenneth 
Vv. Thimann, Professor of Plant Physiology, Harvard University, Cam- 
bridge, Mass. Cloth. $8. Pp. 395, with illustrations. Academic Press, Inc., 
125 E. 23rd St., New York 10, 1951. 


These volumes, issued annually, attempt to review recent 
progress in vitamin and endocrine research. In the present 
volume there is much to interest the biochemist and specialist 
in metabolism in the discussions of vitamin By, biotin, other 
B vitamins, and antimetabolites of nucleic acid, as well as the 
effect of vitamin deficiencies on the adrenocortical system and 
of estrogens on enzyme activity. For endocrinologists and gyne- 
cologists, the section on synthesis and metabolism of radio- 
actively-labeled steroids describing their localization in man and 
excretion routes and metabolites, while interesting, is marred 
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by the fact that in most cases the steroids were tagged with 
radioactive halogens, sodium, or sulfur rather than carbon 14. 
Whenever the carbon-14-tagged diethylstilbestrol was compared 
with estrogens not so tagged, it failed to disclose similar locali- 
zation patterns. This dissimilarity may have been due to the 
fact that the sulfate radical or the tagged halogen was being 
followed in one case and carbon 14 was being followed in the 
other, or it may be due to the difference in chemical structure 
of the various estrogens. Surprising was the low tissue localiza- 
tion in the genital and secondary sex organs. Probably of great- 
est interest to clinicians is the extremely well-oriented and docu- 
mented review of the effects of cortisone and corticotropin by 
Sprague. The metabolic, tissue, organic, and systemic effects 
are all given adequate and detailed consideration. A valuable 
text for those interested in metabolism, endocrinology, and 
nutrition, this book would also be useful as a source book for 
inclusion in libraries of hospitals and medical schools. 


The Treatment of Acute Dehydration in Infants. By working team 
appointed and advised by Committee on Acute Infections in Infancy. 
Medical Research Council memorandum no. 26. Paper. 3s. Pp. 49, with 
7 illustrations. Her Majesty’s Stationery Office, P. O. Box 569, London, 
S.E.1, 1952. 


This pamphlet was compiled by a group of British pedia- 
tricians and scientists headed by A. A. Moncrieff. It has been 
written to enable the general practitioner to cope with the prob- 
lem of acute dehydration in infants. The booklet contains a clear 
and simply written discussion of fluid and electrolyte balance in 
infants and detailed directions for the treatment of dehydration 
in infants. The theoretical discussion and the plan of treatment 
outlined are in accord with the best American thought and prac- 
tice. A separate summary chart of symptoms and treatment is 
included with the pamphlet; it tabulates symptoms, useful tests 
for diagnosis, a treatment guide, and schedules of treatment. 
The authors have kept in mind the fact that the average general 
practitioner does not have access to a well-equipped laboratory. 
Laboratory procedures are discussed, but clinical signs are 
stressed. 

Certain sections had to be oversimplified for the sake of brev- 
ity and clarity. For completeness, one could suggest the inclu- 
sion of a formula for the quantitative neutralization of acidosis. 
Potassium-glucose feedings orally before milk feedings, a com- 
mon practice in the United States, are also not mentioned. These 
are, perhaps, minor omissions. 

Diagrams of transfusion sets and photographs of cannulas that 
show methods of splinting of arm and leg for infusion by con- 
tinuous drip are clear. The equipment shown is definitely British. 
This pamphlet is highly recommended to any physician caring 
for infants. 


Careers for Nurses. By Dorothy Deming, R.N. Second edition. Cloth. 
$4.50. Pp. 351. McGraw-Hill Book Company, Inc., 330 W. 42nd. St., 
New York 36; Aldwych House, Aldwych, London, W.C.2, 1952. 


The first edition of this book was written at the close of World 
War II for new cadet nurse graduates and nurses recently dis- 
charged from the Armed Services. This second edition has been 
almost entirely rewritten with the necessary changes to bring 
it up-to-date and discussion of the new fields that have been 
opened, the higher salaries that have been established, and 
the added opportunities for postgraduate education. The aim 
of this edition is to assist professional nurses to select the 
specialty best suited to their interests and abilities, to help 
them prepare for it, to advise them on how to apply for a posi- 
tion, and to show them how to grow in and with their profession. 

Each chapter is followed by a statement on salary ranges, 
references to sources of employment, and lists of additional 
reading material. A chapter is devoted to practical nursing and 
its opportunities. A bibliography on counseling and guidance 
and brief suggestions for making a recruiting speech are also 
included. 

The style is effective in that it gives the reader a brief but 
comprehensive review of the demands of various phases of the 
nursing profession. The heart of each chapter consists of on- 
the-job experiences written by successful nurses who are actively 
at work in the field they describe. The book is recommended 
for the purpose for which the author intends it. 
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Clinical Ballistocardiography. By Herbert R. Brown Jr., M.D., Vincent 
deLalla Jr., M.D., Marvin A. Epstein, M.D., and Marvin J. Hoffman 
M.D. Cloth. $5.50. Pp. 188, with 138 illustrations. The Macmillan, 
Company, 60 Fifth Ave., New York 11, N. Y., 1952. 


The authors have been investigating the value of the ballisto. 
cardiograph as a clinical instrument at the University of Rocheste; 
Medical College for six years. Although most of the information 
they obtained was on the horizontal, undamped, high frequency, 
bed-type ballistocardiograph originally described by Starr jp 
1939, a chapter is devoted to a description and criticism of mos 
of the ballistocardiographs now made and available for clinica) 
use. The authors have not only presented their own findings bu 
have gathered together all pertinent information from the literg. 
ture. Careful consideration is given to the many sources of erro; 
that are inherent in this new technique. The authors state, “The 
full limits of a normal pattern have yet to be defined and normg| 
pattern does not rule out heart disease.” When properly used jn 
conjunction with other diagnostic and prognostic ends the bal- 
listocardiogram is shown by the authors to be of some value 
in coronary artery disease, in hypertensive heart disease, and 
in the diagnosis of congestive heart failure in its early stages. The 
ballistocardiogram cannot be used when the heart rate exceeds 
140 per minute, when gross muscular tremors are present, or 
when the patient is not completely cooperative. 

The authors have done a good job of bringing together in one 
small volume the knowledge of ballistocardiography. The book 
is well illustrated, and the text is easy to follow. This mono- 
graph will be particularly valuable to specialists in the field of 
cardiology. 


The Scalp in Health and Disease. By Howard T. Behrman, A.B. 
M.D., Assistant Clinical Professor of Dermatology, New York University 
Post-Graduate Medical School, New York. Cloth. $12.50. Pp. 566, with 
312 illustrations. C. V. Mosby Company, 3207 Washington Blvd. & 
Louis 3, 1952. 


This textbook, intended for dermatologists and general prac- 
titioners, attempts to give an exhaustive study of the hair and 
scalp by including most of the recent advances made in the 
field. After introductory sections on the embryology, anatomy, 
and physiology of the hair and on hair preparations, separate 
chapters deal with the alopecias, seborrheic diatheses, infections, 
psychogenic disorders, and neoplasms. Seccndary involvement of 
the scalp in cutaneous and systemic diseases receives special 
attention. The author has invariably consulted original sources 
and has expressed, wherever possible, personal points of view. 
On the whole, the book is readable and beautifully illustrated. 
As a criticism, the inadequate selection and organization of the 
material should be pointed out. Although a pilometer is dis- 
cussed at great length, no mention is made of the course of un- 
treated tinea capitis or of postinfectious alopecia; sections of 
little, if any, relation to the main topic are included, and the 
chemistry of the hair is treated sketchily. Despite the attempt to 
produce a modern textbook, a few obsolete notions, such as the 
alleged hair restoring properties of cholesterol and the mode of 
action of thallium, have been included. A formulary, enumeral- 
ing well over 200 prescriptions for the scalp, mentions numerous 
preparations of questionable value or of purely historical interest. 
The reader will find many useful references in this volume, al- 
though some of the authors mentioned in the text have been 
omitted from the bibliography. 


A Histery of the American Dermatological Association in Commemori- 
tion of its Seventy-Fifth Anniversary, 1876-1951. By Paul E. Bechet, M.D 
Foreword by Henry E. Michelson, M.D. Cloth. $10. Pp. 392, with photo- 
graphs. Froben Press, Inc., 1776 Broadway, New York 19, 1952. 


Some 75 years ago a small group of dermatologists founded 
the American Dermatological Association in the belief that their 
newly established specialty could best be consolidated and ad: 
vanced through the close association of men who had not onl) 
common interests but also congenial personalities, thus perm! 
ting a completely free exchange of professional and social views. 
This has been the guiding principle of the organization since thal 
time. The deep loyalty of its members and their dedication 
dermatology is evident in every page of this volume, which 
traces the development of the association, discusses its contr 
bution to the specialty, and provides portraits and brief bi0- 
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graphical sketches of the 309 men who have been members 
during the 75 years of its existence. In this group are found 
most of the leaders of American dermatology. The list of their 
accomplishments is impressive. The book is attractively printed 
and bound, and Dr. Bechet has brightened the text by liberal 
yse of quotations, anecdotes, and personal reminiscences. Medi- 
cal historians should find this work of value, and contemporary 
dermatologists in practice or in training should find it stimulat- 
ing and informative. 


The Biology of Mental Health and Disease: The Twenty-Seventh Annual 
Conference of the Milbank Memorial Fund. With 108 contributors. Fore- 
word by Stanley Cobb, M.D. Cloth. $10. Pp. 654, with 213 illustrations. 
Paul B. Hoeber, Inc. (medical book department of Harper & Brothers), 
49 FE. 33rd St., New York 16, 1952. 


The authors of this book were chosen with an emphasis on 
workers in preclinical or “basic” medical sciences as opposed 
to clinicians. Ten of the authors are chemists, six physiologists, 
five psychiatrists, four neuropathologists, three anatomists, three 
psychologists, two geneticists, one internist, one epidemiologist, 
and one electroencephalographer. Both the effectiveness and 
weakness of the book are associated with the diverse assemblage 
of experts in related fields who bring together data obtained 
with different techniques but with the same general goal. The 
avowed purpose of the conference and symposium was discus- 
sion of “cross fertilization,” which Gerard, in the final chapter, 
considers as “good clean fun [which] keeps us going . . .”; how- 
ever, the topic is sometimes overworked nowadays. The sym- 
posium consists of 38 chapters, each of which usually represents 
the contribution of several authors. Half of the presentations are 
concerned with the biology of mental health and half with 
biological aspects of mental disease. The list of topics covered 
includes brain metabolism and chemistry, neurohistology, neuro- 
physiology, genetics, anoxia, “experimental neurosis,” and phar- 
macologic therapies. The format and type are excellent. The 
bibliographies are generally scanty, but the illustrations and 
plates are good. This symposium will be useful as a reference 
book. 


Biological Antioxidants: Transactions of the Fifth Conference November 
3-December 1, 1950, New York, N. Y. Edited by Cosmo G. Mackenzie, 
Department of Biochemistry, University of Colorado School of Medicine, 
Denver. Paper. $3.75. Pp. 229. Josiah Macy, Jr. Foundation, 565 Park 
Ave. New York 21, 1951. 


This volume is a collection of six papers given at the fifth 
conference on biological antioxidants of the Josiah Macy, Jr. 
Foundation. Most of the material deals with some aspect of 
radiation, including such topics as the chemical changes it pro- 
duces, its effect on higher animals and on sulfhydryl systems, 
and the genetic effects produced by irradiation and irradiated 
broths. A single paper discusses the effect of peroxides in pro- 
ducing mutations and another the effect of peroxides, free radi- 
cals, and antioxidants in certain biological processes. The book 
is written in an informal discussion manner and includes com- 
ments and questions of the members of the conference when- 
ever clarification of statements or problems are necessary. This 
permits the free expression and interchange of ideas among the 
men working in the different sciences and is an aid in giving a 
better over-all picture of a particular field of research. Each 
of the chapters includes references, and the book contains a 
cumulative index to the previous publications of the conferences 
on biological oxidation. 


Annual Review of Physiology. Volume 14. Victor E. Hall, editor, 
Jeferson M. Crismon and Arthur C. Giese, associate editors. Published by 
Annual Reviews, Inc., and American Physiological Society. Cloth. $6. Pp. 
589. Annual Reviews, Inc., Stanford, Calif., 1952. 

This year’s volume of this series contains chapters on the 
physical properties of protoplasm, growth, the physiology of 
the connective tissues, physiological effects of heat and cold, 
‘nergy metabolism of biosynthesis at the cellular level, water 
Metabolism, the respiratory system, comparative physiology of 
invertebrate muscle, the digestive system, blood clotting, blood 
8as transport, peripheral circulation, the heart, lymphatic sys- 
em, the kidneys, excitation and transmission in the nervous sys- 
em, the somatic and the visceral functions of the nervous 
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system, hearing, the thyroid, the skin, and the pituitary-adrenal 
system. This last-mentioned subject deserves the attention of 
practicing physicians who seek fundamental information about 
corticotropin (ACTH) and related substances that have recently 
come into use. In general, the volume abounds in material that 
is either of immediate interest or suggests the probable direction 
of further developments. The book as a whole is not only an 
index of the overwhelming diligence of present-day research 
workers but also a credit to the group of native and foreign 
scholars who wrote the individual reviews. 

A special feature is the illuminating prefatory chapter on the 
organization and financing of modern research, in which the 
author considers how to increase organization without lapsing 
into regimentation. The entire volume, like its predecessors, is 
commendable. 


Community Services for Older People: The Chicago Plan. Prepared by 
Community Project for Aged of Welfare Council of Metropolitan Chicago. 
Project Director: Elizabeth Breckinridge; Assistant Director: Helen Graves 
Laue; Study Supervisor: Mary Hollis Little; Consultant on Institutional 
Services: Helen Manning. With foreword by Ernest W. Burgess. Wieboldt 
Foundation project. Cloth. $3. Pp. 240, with 1 illustration. Wilcox & 
Follett Company, 1255 S. Wabash Ave., Chicago 5, 1952. 


This book is the result of four years’ work by the Community 
Project for the Aged, carried out under the sponsorship of the 
Welfare Council of Metropolitan Chicago and financed by the 
Wieboldt Foundation. It is an exhaustive discussion of the 
various possible services for the aged that communities can en- 
gage in, including community education, attacks on employ- 
ment and retirement problems, nursing and home services, 
health services, recreation and education, case work, and coun- 
seling. In the field of health, the authors point out that factors 
such as low income, isolation, poor housing, and emotional 
distress hinder medical treatment and retard convalescence in 
older persons. The high prevalence of chronic illness among 
them, the lack of facilities for providing long-term care, and 
the lack of money to pay for use of such facilities continue to 
make the health problems of the aged largely those of providing 
for chronic disease. The basic problem is well stated by this 
report in the following sentence: “How to secure sufficient 
financing for health services for this age group remains one of 
the great questions in this field.” This report can be recom- 
mended for intensive study by all those concerned with improv- 
ing the well-being of those who are underprivileged by reason 
of the social, economic, physical, and emotional disabilities, 
which, in our society, increasingly accompany the later years 
of life. 


Deformation and Flow in Biological Systems. Edited by A. Frey- 
Wyssling, Professor of Plant Physiology, Swiss Federal Institute of Tech- 
nology, Zurich. Deformation and Flow: Monographs on the Rheological 
Behaviour of Natural and Synthetic Products. Edited by J. M. Burgers, 
Professor of Aero- and Hydrodynamics. Institute of Technology, Delft, 
J. J. Hermans, Professor of Physical Chemistry, University of Groningen, 
and G. W. Scott Blair. Cloth. $11.50. Pp. 5£2, with illustrations. North- 
Holland Publishing Company, Amsterdam; Interscience Publishers, Inc., 
250 Fifth Ave., New York 1, 1952. 


Rheology becomes complicated when it is applied to the 
movements of unstable, heterogeneous fluids like blood through 
irregular channels like the human capillaries. The whole baffling 
problem, from the streaming of protoplasm to the sedimentation 
of erythrocytes, is surveyed in this collection of well-written 
monographs. These have been carefully edited and provided with 
bibliography, author index, and subject index. While they make 
interesting reading to anyone with a medical background, the 
book is recommended primarily to physiologists and biochemists. 


Practical - By J. H. Burn, Professor of Pharmacology, 
University of Oxford, Oxford. Cloth. $3.25; 12s. 6d. Pp. 72, with 43 
illustrations by E. M. Vaughan Williams. Charles C Thomas, Publisher, 
301-327 E. Lawrence Ave., Springfield, Lll.; Blackwell Scientific Pub- 
lications, Ltd., 49 Broad St., Oxford, England; Ryerson Press, 299 Queen 
St., W., Toronto 2B, 1952. 


In this small volume, 21 laboratory exercises in pharmacology 
are discussed. The text is amply illustrated, and the directions 
and explanations are clearly presented. The book is intended for 
use in Great Britain; hence the bioassay methods described are 
not those officially used in the United States. 
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QUERIES AND MINOR NOTES 


PREGNANCY PLASMA FOR USE IN 

RHEUMATOID ARTHRITIS 

To THE Epitor:—A group of general practitioners is trying to 
build up a pregnancy plasma pool for use in the treatment of 
rheumatoid arthritis. We find ourselves frustrated because of 
a lack of cooperation from obstetricians. We have finally de- 
cided on a cooperative plan of obtaining plasma from our own 
obstetric patients. How would multiparity, a subnormal hemo- 
globin level, and various degrees of postpartum bleeding affect 
the eligibility of a donor? How long post partum would a 
woman’s blood be of value? We have a pool of obstetric pa- 
tients under our care numbering about 300 per month. The 
general practitioners and internists are interested in making this 
start. If you can give us any details that would help, it would 
he greatly appreciated. Generally, our results with cortico- 
tropin (ACTH) and cortisone have been discouraging, because 
of the brevity of remissions and the severity of recurrences. 
The most discouraging phase is the severe mental depression 
accompanying the recurrence. 

Leo A. Jordan, M.D., Saginaw, Mich. 


ANSWER.—The use of pregnancy plasma for the treatment of 
rheumatoid arthritis is promising, but it is still in the experimental 
stage. To be most effective, the plasma should contain the greatest 
concentration of steroids, which occurs late in pregnancy or im- 
mediately after delivery. The steroid titer falls rapidly in the 
immediate postpartum period. Blood can be collected late in 
pregnancy from women who have a satisfactory hemoglobin 
level and cell volume. The hemoglobin should be more than 
11.5 gm. per 100 cc. and the cell volume greater than 35%. Iron 
can be administered to women who have donated blood. Perhaps 
as an inducement to women to volunteer as blood donors, they 
can be assured bank blood in the event they sustain serious blood 
loss because of a pregnancy complication. It may be easier to 
obtain blood during the immediate postpartum period. If there 
has been no unusual blood loss at the time of delivery or prior 
to it and the hemoglobin level and cell volume are satisfactory, 
mothers can volunteer to donate 500 cc. of blood without harm 
to themselves. Citrated blood should be collected under strictly 
sterile conditions. If it is not used as whole blood, the plasma can 
be siphoned off within five days. It has been suggested that 30 
samples be pooled and nothing be added to the plasma. J. Gar- 
rott Allen has suggested that it be stored at room temperature 
for 90 days before it is used, as the best safeguard against 
homologous serum jaundice. 


HIGH OXYGEN ATMOSPHERES 
To THE Epiror:—How long can a person work in an atmosphere 
of 40 to 60% oxygen, and what would be the symptoms of 
excessive oxygen intake? 
Clemens S. Burke, M.D., Mahanoy City, Pa. 


ANSWER.—Most persons could remain indefinitely at ground 
level in an atmosphere of 40 to 60% oxygen. Workers in aviation 
medicine, oxygen therapy, and anesthesiology have established 
the relative harmlessness of contents of oxygen higher than the 
usual atmosphere; the harmless upper limit appears to be about 
60%. For at least some persons, respiration of almost 100% 
oxygen provokes vague substernal pain and upper respiratory 
tract irritation. Breathers of high oxygen atmospheres may under- 
go physiological modification in respiration, such as diminution 
in breath rate and volume. The real dangers in any such at- 
mosphere are fire and explosion. 


The answers here published have been prepared by competent authorities. 
They do not, however, represent the opinions of any official bodies unless 
specifically stated in the reply. Anonymous communications and queries on 
postal cards cannot be answered. Every letter must contain the writer's 
name and address, but these will be omitted on request. 


PERNICIOUS ANEMIA 


To THE Epitor.—Please suggest treatment for a patient with 
true pernicious anemia in whom sensitivity to injections of 
vitamin By, in both the concentrate and crystalline forms, has 
developed. This is manifested by a generalized urticaria im- 
mediately following an injection. Preparations of vitamin B. 
and folic acid for oral administration will not maintain her. 


R. M. Kash, M.D., Mount Sterling, Ky. 


ANSWER.—Sensitivity reactions to vitamin B.. are rare. Since 
vitamin B,. is a physiological agent, it is more likely that the 
patient is sensitive to the vehicle in which vitamin B.. is dissolved, 
and it may be worth while to try products of several different 
manufacturers. The urticaria may also be checked by giving 
epinephrine (adrenalin®) in oil one hour prior to the injection of 
vitamin B,. or antihistaminics orally two hours prior to the injec- 
tion. In some cases, 50 mg. of cortisone, given a few hours prior 
to administration of vitamin B,., may be effective. Cortisone could 
probably be given without any danger of side-effects, since vita- 
min By» would have to be administered only twice a month as a 
maintenance dose. Aside from that, desensitization to the injec- 
tion of vitamin B, preparations, similar to that used in liver 
extract therapy, may be attempted. Very small amounts of the 
vitamin B,, preparation may be first injected intradermally and 
successive ones subcutaneously or intramuscularly. Thereafter, 
the final dose is repeated daily for three days and then weekly 
for six weeks, after which maintenance therapy with single injec- 
tions every two weeks is given. In some cases, parenteral admin- 
istration may have to be abandoned completely; in such cases, 
powdered stomach (ventriculin®), in doses of 30 gm. per day, 
may be tried, with or without antihistaminics. 


A GOOD NIGHT’S SLEEP 
To THE Epiror:—/ have been advised that to have a good night's 
sleep one should lie with the length of the body on a north- 
south axis, with the head toward the north. 1 will be glad to 
have vour opinion. 
John A. Ferguson, M.D., Wyckoff, N. J. 


Answer.—Aside from the difficulty of determining what con- 
stitutes a good night's sleep, there is no factual information on 
the influence of a north-south orientation of the sleeper. Mag- 
netic lines of force have been suggested, without satisfactory 
evidence, to be a navigational aid to animals while they are in 
motion in long distance seasonal migrations. But this hypotheti- 
cal effect would not apply to animals at rest, especially to man, 
with his rather rudimentary statolithic sensitivity. The origin 
of the notion is hard to trace, but it must have been current 
in the middle of the last century, as it is said that Charles 
Dickens, when on a lecture tour through the United States. 
surprised hotel keepers by insisting that his bed be placed so 
that, on lying down, his head would be pointing to the north. 


SMALL BREASTS 
To tHe Epitor:—What can be done for a girl in her twenties 
who has a small bust and wishes it to be more prominent: 
The breast tissue present is normal to palpation. 
James D. Majarakis, M.D., Chicago. 


This inquiry was referred to two consultants, whose respective 
replies follow.—Eb. 


ANSWER.—There is no satisfactory hormone treatment for 
underdevelopment of the breasts, except in the rare cases of 
so-called ovarian agenesis or Turner’s syndrome, in which there 
is a congenital absence of functioning ovarian tissue and there- 
fore of estrogen. In such conditions there is also absence of other 
secondary sex characteristics, with such manifestations 4 
amenorrhea and absence of genital and axillary hair. In the 
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common cases Of mammary hypoplasia to which the cor- 
respondent obviously refers, there is no lack of estrogen; such 
patients menstruate normally and often are very fertile. The 
breast underdevelopment in such cases is due to the fact that, 
for some unknown congenital or chromosomal reason, the breast 
tissues are not responsive to the growth effect of estrogen. There 
is, therefore, no rationale for administration of estrogen, either 
orally, hypodermically, or percutaneously, and the results are 
sure to be unsatisfactory. A few clinicians believe that slightly 
better but usually unimpressive results may be obtained by 
means of massage with such substances as olive oil, but the 
woman herself is likely to solve her problem cosmetically by 
resorting to bust padding. 


ANSWER.—Young women who have small breasts with normal 
ovarian function stand little chance of increasing the size of 
their breasts through any medical or hormone therapy. Some 
growth of the breast in women whose ovarian function is absent 
or diminished may be obtained with estrogen therapy, but this 
is temporary stimulation, and the increase in size soon subsides 
after therapy is terminated. The desire for larger breasts is 
apparently a common one, as evidenced by the popular use of 
mechanical means for giving the impression of larger breasts. 


ACUTE ANEMIA IN A STEVEDORE 

To THE Epitor:—A stevedore, aged 55, while working in the 
hold of a ship, felt weak and had to stop working. On returning 
home, he vomited repeatedly and had diarrhea. His blood 
pressure had dropped to 160/90 mm. Hg, and the pulse rate 
was 100 beats per minute. His systolic pressure had usually 
varied between 180 and 210 mm. Hg. He looked ill, and hos- 
pitalization was advised, but he refused it. Two days later he 
returned to the office appearing to be in a state of collapse. 
His blood pressure had dropped to 120/90 mm. Hg, his pulse 
was 93 beats per minute, his complexion was pasty white, and 
his skin was covered with a cold sweat. He was rushed to the 
hospital, and blood tests revealed a hemoglobin level of 38% 
and a red blood cell count of 2,400,000 per cubic millimeter. 
The history given was that he drank some water that had been 
ina de-mothed ship for seven years. He also stated that he was 
exposed to the noxious fumes of a welding process. He was 
given two transfusions and in two weeks was sent home. A 
test for occult blood in the stools was negative, and roentgeno- 
grams of the stomach and colon were normal. On the same 
day another stevedore collapsed and was taken to a nearby 
hospital with a diagnosis of toxic encephalopathy caused by 
toxic fumes. What caused the first patient’s acute anemia? Is 
this case compensable? 


Nathan Steinberg, M.D., Philadelphia. 


ANSWER.—This reply necessarily must be speculative and in- 
conclusive, because much essential information is not furnished. 
Assuming the described state derives from some exposure in the 
ship's hold, it is possible, tentatively, to exclude some agents. 
Carbon monoxide will not produce the blood condition de- 
scribed. If a patient is medically examined shortly after exposure 
\o cyanides, almost inevitably the characteristic oil of almond 
odor will be detected. In acute cyanide poisoning, the bright red 
‘kin color is far more often in evidence than it is in carbon 
monoxide poisoning. Sublethal exposure to hydrogen sulfide 
could have produced the condition described, but almost un- 
lailingly severe conjunctival pain would have attracted the pa- 
lient’s attention. The nitrogen oxides from arc welding, which 
usually are significant only if welding is done in well-confined 
spaces, would have produced outstanding pulmonary manifesta- 
lions. Welding on galvanized metal could have produced metal 
fume fever, which, however, is transient and does not cause 
changes in the blood. Welding on lead painted surfaces is un- 
likely to have introduced as acute a state as that described. If, 
indeed, water that had stood for seven years was imbibed, which 
sunlikely, it should be remembered that water in enclosed spaces 
may hold hydrocyanic acid almost indefinitely. If the present 
‘argo and previous cargoes included some forms of fertilizers, 
this fact would direct attention to cyanogen compound or phos- 
phorus poisoning. If the cargo included shipment of ferrosilicon 
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steel, the possibility of arsine and phosphine damage cannot be 
ove:looked, since sea water in contact with such alloys liberates 
these highly toxic agents, their precursors being present as im- 
purities. Without drawing any conclusion as to either exposure. 
diagnosis, or compensability, it is observed that in the presence 
of acute poisoning from a ship hold, from exposure of undeter- 
mined origin, it is rational to suspect cyanide fumigation, whether 
recent or remote. 


THYROID HORMONE AND BASAL METABOLIC RATE 

To THE Epiror:—A patient has taken 1 grain (0.06 gm.) of 

- thyroid daily for several years. | question the necessity of his 
continuing to do this, especially since he has a long standing 
paroxysmal tachycardia. I want to take the patient off thyroid 
for a sufficiently long time to make possible a determination 
of the true basal metabolic rate. How many weeks should 
elapse without thyroid administration before a basal metabo- 
lism test is made? Is it likely that 1 grain (0.06 gm.) of thyroid 
per day would aggravate the paroxysmal tachycardia? 


M.D., New York. 


ANSWER.—The elimination of the thyroid hormone can be 
estimated satisfactorily only in terms of a change in the basal 
metabolic rate. Following the ingestion of desiccated thyroid, 
it takes about 10 days for the basal metabolic rate to drop from 
+50% to +0%, about 3 to 4 weeks for it to drop from +0% 
to -20%, and about 7 to 10 weeks longer for it to drop from 
-20% to -40%. In some patients, the administration of 1 grain 
(0.06 gm.) of thyroid daily would aggravate paroxysmal tachy- 
cardia, and the presence of this disorder should be considered 
a contraindication to its use, unless the patient has definite 
hypothyroidism. 


BONE GRAFTING 

To THE Epitor:—IJn bone grafting, 1 understand that a partial 
or complete take will sometimes occur when the donor is of 
the same blood grouping as the recipient. In the case of a 
graft that takes, will the hemopoietic function of the grafted 
hone continue? Have there been cases reported of subcutane- 
ous or intramuscular transplantation of bone marrow from 
a donor of the same blood grouping for treatment of anemias 
in which there is decreased blood formation, such as aplastic 
anemia or myelophthisic anemia? M.D., Illinois. 


ANSWER.—In most instances in which bone grafting is per- 
formed, the hemopoietic function of the marrow is of little 
significance. Transplantation of bone marrow into patients with 
aplastic anemia was reported by Morrison and Samwick (J. A. 
M. A. 115:1708 [Nov. 16] 1940). This was done by transfusion 
of normal bone marrow into the sternal cavity of the patients 
on three consecutive days. Although some beneficial effects have 
been claimed, no really convincing evidence for the effectiveness 
of such a procedure is available, and this method, therefore, is 
rarely used nowadays. 


FIBERGLAS GOWNS FOR RADIOLOGISTS 
To THE Epiror:—Does the Fiberglas cloth gown manufactured 
by Owens-Corning Fiberglas Corporation provide sufficient 
protection against harmful rays for radiologists and nurses? 
A. L. Henricksen, Van Nuys, Calif. 


ANSWER.—The amount of protection needed varies with the 
amount of exposure, which in turn is variable, depending on the 
working conditions. Tracerlab, 130 High St., Boston 10, offers 
a monitoring service to determine the amount of radiation re- 
ceived and the number of thicknesses of lead glass fabric nec- 
essary can be determined from this. The permissible weekly 
dose set by the International Safety Committee is 300 milli- 
roentgens. As shown in experimental work on the fabric, one 
to two thicknesses will provide ample protection under usual 
working conditions. Reference should be made to a report by 
Archer and co-workers (Protection Against X-Ray and Beta 
Radiation, J. A. M. A. 148:106-108 [Jan. 12] 1952) on the use 
of Fiberglas for protection against radiation. 
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PSYCHOMOTOR EPILEPSY 


To THE Epiror:—A white man, aged 32, has transient episodes 
of staring into space in a preoccupied manner, after which 
he has no recollection of having done so. He has never fallen, 
had loss of muscle tone, or dropped objects during these epi- 
sodes. They last from 30 seconds to 10 minutes and occur 
with varying frequency with no apparent provocation. While 
in the Army, the patient flew the “Hump” from India to China 
on many occasions, and on one of these trips he blacked-out 
for five minutes. The episodes appear to date from that in- 
cident and have been somewhat like petit mal or psycho- 
motor episodes. The patient occasionally appears confused, 
and on one occasion he had hallucinations. There have been 
some gradual personality changes; he has become irritable, 
surly, somewhat withdrawn, and at times apathetic. The only 
positive result of examination was electroencephalographic 
evidence of a dysrhythmia in the left temporal lobe. An air 
encephalogram did not show abnormalities. Neurological ex- 
amination revealed no abnormal condition. The family history 
reveals an exceedingly traumatic relationship between the pa- 
tient and his parents, both of whom were alcoholic and had 
a rejecting attitude toward him. He finally became confused 
and hallucinated, had feelings of impending disaster associ- 
ated with panic, and spoke of his being a sexual pervert. Please 
discuss this patient’s condition. M.D., Pennsylvania. 


ANSWER.—The episodes described suggest psychomotor epi- 
lepsy, a diagnosis supported by the temporal lobe dysrhythmia. 
Additional evidence would be the hallucinations, if these are of 
smell or taste or involve déja vu phenomena. Vigorous diphenyl- 
hydantoin (dilantin®) sodium therapy or possibly an exploratory 
operation is indicated for this patient. 


DRAINAGE OF BILE FOLLOWING 
CHOLECYSTECTOMY 
To tHE Epiror.—When profuse drainage of bile persists for two 
weeks following a routine cholecystectomy in a man 46 years 
of age, should a “wait and see” policy be coniinued, or is 
immediate surgical intervention indicated? 
I. H. Odell, M.D., Muscatine, lowa. 


ANSWER.—Profuse drainage of bile for two weeks after 
cholecystectomy is unusual, and it generally signifies an injury to 
the common bile duct. Sometimes, however, if the duct has not 
been cut across completely spontaneous healing will occur within 
four to six weeks. It is suggested therefore that, with the condi- 
tions present in this case, another operation be postponed for a 
month or six weeks. If the drainage begins to subside before that 
time and the patient becomes jaundiced, surgical interference 
should be made at once, since this complication strongly sug- 
gests a stricture of the duct as a result of injury. It is possible, 
of course, that a stone may be present in the common duct 
causing an obstruction below the opening. Cholangiographic 
examination through the biliary fistula may be helpful. 


SEMINAL VESICULITIS 

To THE Epitor:—Two years ago a man, 47 years of age, had an 
inflammation of the seminal vesicles for which he was treated 
first by a general practitioner and then by two urologists. The 
condition was a staphylococcic infection. The acute phase sub- 
sided slowly, but, at present, on urination he can not express 
the last drop with the flow. Occasionally, he experiences a stab 
of pain in his groin. Can these symptoms be caused by a 
tuberculous infection or a malignant lesion? 

M.D., New York. 


ANSWER.—Seminal vesiculitis is usually associated with low 
grade chronic prostatitis, except occasionally in an instance in 
which there is mechanical obstruction of the duct or in which 
calcification or neoplasm occurs. The outstanding symptom of 
chronic seminal vesiculitis is hemospermia. Tuberculosis of the 
seminal vesicle probably never occurs without evidence of tuber- 
culosis of the epididymis and vas deferens. Treatment includes 
removal of all obviously suspicious foci of infection, stripping of 
the prostate and seminal vesicles on regular occasions, and ad- 
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ministration of antibiotics as indicated by any positive culture of 
organisms from the expressed material obtained from the prostate 
or vesicles. For some unknown reason, the administration of 
estrogens is helpful in clearing the condition in some of these 
patients. It is not unusual for such a condition to last four to 
five years, but it is hopeful to know that even in the most per. 
sistent cases the disease is usually self-limited. 


KERATITIS SECONDARY TO TEAR GAS EXPOSURE 
To THE Epitor:—What is the chemical composition of tear gas, 
and what is the treatment for burns of the cornea and con. 
juctiva resulting from contact with this gas? A man was shot 
in the face with tear gas, and four days later he had keratitis. 
I used 1% atropine and also scopolamine to dilate the pupil 
but have not been able to keep it dilated. I also administered 
0.25% tetracaine (pontocain®) hydrochloride and phenyleph- 
rine (neo-synephrine®) hydrochloride for relief of pain, drops 
of ophthalmic suspension of cortisone acetate every two hours, 
and ophthalmic ointment terramycin hydrochloride. In addi- 
tion, hot boric acid compresses have been used. There is a 
small ulcer over the pupil that persists. 
M.D., North Carolina. 


ANSWER.—The most important tear gases are chloroacetophe- 
none, chloroacetophenone solutions, and bromobenzylcyanide. 
The immediate treatment is that for an acid burn of the eye: 
copious irrigation with water. Usually, however, lid spasm is so 
severe that this is impossible, and Uhde (Am. J. Ophth. 31:323, 
1948) suggests that the profuse tearing resulting from the action 
of the gas is probably as adequate as any amount of irrigation. 
Subsequent treatment should be directed toward the prevention 
of secondary infection. The eyes should not be rubbed because 
of damage to the corneal epithelium caused by the gas. The pa- 
tient mentioned probably has keratitis secondary to tear gas 
exposure. An attempt should be made to determine the bacterio- 
logical cause, if any, and specific therapy should be outlined. 
Cauterization of the ulcer may be of value; occasionally it is 
necessary to draw a conjunctival flap over the cornea. 


CORTISONE FOR ADENOID HYPERTROPHY 

To THE Epitor:—Has cortisone for topical use been used intra- 
nasally for adenoid hypertrophy or allergy involving postnasal 
tissue? The problem of recurrent, acute otitis and/or secretory 
otitis occasionally associated with allergy often arises in 
infants in whom neither adenoidectomy nor adenoid radiation 
is desirable. The use of cortisone is suggested by the effect of 
cortisone on lymphatic tissue as well as its effect on allergic 
conditions. M.D., California. 


ANSWER.—Limited studies suggest that following the use of 
cortisone or corticotropin (ACTH) by intranasal instillation 
there is moderate shrinkage and change in color of lymphoid 
tissue in the nasopharynx; however, within a few days after 
discontinuance of topical medication, the lymphoid tissue re- 
turns to its former state. A reverse phenomenon sometimes 
occurs in which the tissue status is temporarily made worse than 
it was originally. The use of a cortisone nasal spray may pro- 
duce temporary relief of the nasal symptoms accompanying 
allergic rhinitis and in the case of ‘nasal polyposis a slow but 
definite regression of nasal polyps. 


DUODENAL ULCER 

To THE Eprror:—/ understand that a doctor in Dallas, Texas, 
is using powdered beef pituitary gland insufflation for the 
treatment of duodenal ulcer. Please advise the merits of this 
therapy. Norton W. Voorhies, M.D., New Orleans. 


ANSWER.—There is no rational basis for treating duodenal 
ulcer by insufflation of powdered beef pituitary gland. No 
evidence exists that the hormones of the pituitary gland at 
beneficial in the treatment of this disorder, and most of these 
hormones that have been investigated to date have been found 
to be entirely inert when administered by mouth or locally © 
the gastrointestinal tract. 
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